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m^m 1 1 

* (ID : 
lit l] 




A 2 i±C-X 2 4fcttN-e**K As (±C-Xa £fcttNT?*»K A 4 (±C-X 4 S *. 

tfT-VS. Ci - e 7W7<A vCi - « 7M)V7?A Ci - 
6 T;vW75vV, yd - 6 7^;V75vA Ci - 6 T»*r*>?T-VS. vC 

! _ 6 Ci-6 t;v*;v^. Ci - e t;v*;v*;v*, Ci - e 

t;v^;vx;v*-jv, Ci - e r;v*;v***y, - e r^*****^ Ci - 
6 T;V*;K Ci - e 7)V^y, Ca - 9 v*nT;v*;K Cs - . **n7*a*v 
c 2 _ 7 t;v^-;K c 2 - 7 r;v*~;K Ci - e T^^v^*-^ Ci - e_T 

-;V**v AfnT'J-WM^iOfT'J-^Ci - 6 T^*)\<**~s (U-h 7 
ffl<P£tt ^nyyg^ Ci - e T^^ifCi - e 7*3*->*&«^3*La 1 

^ Xl *J:tfX,, X.^Xs, X,^, ^ m ^JtiZ*\f\%t 
*2£ ************ 1 *fctt**USl±0^n]R^**tr4* 

yi± Ci - 6 r;v^w c 3 - 9 ^n 7 ^JK c 2 - 7 r C 2 - 7 7 

I^-/ Cl - e 7;v^y, c 2 - 7 7)v^^^a c 2 - 7 t;v*^;>** 

v Ci - e 7iV^-X t Fn^vCi - e 7;v^y, Ci - e T^vCi - 6 
T* = W, - e 7*3**. N-Ci - « TWT^Ci- e 7;V^ 

N, N-vCi - e 7W)V7^Ci - 6 7;v^K75ACi-e r;v*;v 
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^-v: 2/ 

_ 6 t;v^;v) 7?y, (Ci - e t^^>Ci - . r;v^;v) r*;, (r 
vci-i 7;v*;v) 75A 75vA Ci - 6 r;w?yA vCi - 6 r;v 

iiSU/^W. Cx - c T^^T.vA vCx - e T***£T=* 

, 1 6 7 ;v^v^v^;v, Ci-. 7;H^*y*^yCi - . t;v*;v*x* 

3_7H^ii, i t^ti^-^jioife**^ astute i^tn^?>w^ s 

_ 6 7)V^y, t KU^/Ci - e 7;Vn^X Ci - 6 TJV^vC. - 6^3* 
v. 75;Ci - e N-Ci - e 7W75;d- 6 TJ^y, ,N, 

N-vCi - 6 7W7?/Ci - e 7JV^A 75A Ci - e T***^- 
EKO^/Ci - e 7^^7 5A Ci - e 7JV3^>Ci _ e ^J*^ ^ £ * 
;Ci - e 7^;V7^A vCi - e 7^7 5A ( H n * v C i - e ; 7 * 

7?a ex ( Cl - 6 7^c- e 7***0 r*y, (r^Cx 

_ 6 y;v*;v) 7?A 75vA Ci-.7*W?yA yCx-6 7** ;v7. 
^y Ci - 6 T**»rT-VS. 5?Ci - 6 7^^AT-vA ^7 

y. Ci - e 7 ;vrx Cx - e T;V *tT^S,^l- 

u y7; ^A.^^-^fiil)' 1 ifcli^tL^ittJR^ flfl?* i^*^ 
v kd*'> Ci - 6 aoCi - 6 T;V d r^> * Kn^vCx - 6 7^#JK 

c, -TrVnWcx - 6 ^t*v*6«RSM i ifcii*wa±ot 

Zti KKn^A Cx - e 7**>K Cs - 9 y^T*** |U_L2o 

*->Ci - e 7****3 itfCi - e 7;v3^vCi - e 7***^<^K£^ 

( ^^±«*^ ^t^tv : tuv>) i? n 5i^^£??f f Jv?l 



r^H*^-7-n^*{± C x - 6 7***, t KD^VCi - 6 7****3<£^0 x - 6 / 
a** Cx - e 7*3**01 - 6 7;V3^A nWd- e 7*=>*vCx - 

6 r£**k t 5 y c x - e 7*3*^ n-c x - « 7^;v7 5 y c x - . 7*=r 

%l N N ^C 1 - 6 7W7^C 1 -e7^A75AC 1 -em 
Jt^', 2 pn**Ci - s 7^;V75A Cx - e 7^^C, - . 7***7 
V T \;Ci - e 7^;V7^A vd - . 7W75A HX (Uo^vC 
J*-. 7***0 75A (C 1 -e7^>C 1 -e7W) 
U;Ci - e 7***) 7^A ->7A Cx - 6 7*3*V#**~ 

^ffS^R 2 tt, **L**4tt:fcfc, Ci - 6 T^JKCi - e 7*** 
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Ci - e T)V3^a UWC - 6 7iV^->, Cl - 6 7*3*vCi - 6 T 

N N-vCi - e T;V^;vCi - e T^^ta 75A Cx - 6 7;HJV7,A 
* Kut>cf - . m.T.A Cx - a T^^C, - . 1^ ^ ^ 
; Cl -e7;vWA ^ 1 - 6 7W7?A n f 

t " y ex (Dv^yCi - e r;v*;v) 75;, w (7^Ci - 6 t;v 

J jUi; Cx - e 7******^ vCx - « 
ttft^i-cv^U^) ****** 

l i±^: : 
Ht2] 

H 

1 

6 

[lt*« 2 ] 

^ (I) : 
Mb 3] 



(i) 






A 5 



[=£<K Ai , A 2 

;V*;K UWCi - e 7)V^yCi - e 7***, Cx - 6 7^^yCi - a 
7;v*;k vr^Cx - e t;v*;k tfU ^Ci - e 7;v*;K Ku*vCi - • 
7;v*;k HJtF^vCi - 6 7;v^K ^*^Ci - e 7;v*;K ' 
vCx - e 7MJV7^) Ci - 6 7;V*-;V£f^± (N, N-^ (tFn^/Ci - 
6 7;v*;v) 75A Cx - 6 7***-?**. f**3[l**:l±2lc|B«^lS'fr**fett 

zk fcWR*. V^n^n^ ~>?n^>^;K 

a^;K 2- 2-^ b*^^ 2 Z'fL„S 

;K 2, n^n 7 - 

l->f;v 1 3-ytFn^y-2-tFnify^WD7-2-^W 2 -~^V* 
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"Iff C-Xx SfcttNT?**), A 2 iiC-X 2 SfctiNTNfclK As I ft C - X s 4* 

X X Xs > X4 *3i^X 5 ' ? 

XI V, Cx 6 7;v^y, ^nci - 6 7;v*;k aoCi - 6 7jv^v 

1 ct 7Mm^^n Cl - e T^,ft^M^;i/:^ X^ 



^fttC-Xi SfcttlTCJbtK A 2 i±C-X 2 As i±C-Xs »K A 4 

l 7fSr-Xx A 2 (iC-X 2 SfcliNlN&tU As liC-Xs >K A 4 

mmM 1 1 1 

miiE#2 005-3012247 



#M 2004-292580 



^-v : 5/E 



Ai iiC-Xx A 2 tiC-X 2 -C*<K A3 tiC-Xs 4fc*±NT*<K A 4 

[ |S 1 ~ 1 1 ©v*r*i* 1 £fcfB1ft«Mb*W t < M<Dfu K7 7 *\ * fctt :*<D 
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limit*] *Awttt, ^""^^^"Jt*^??^?* 

£lf £S* ) 5«|.:«XLfc*tl4ffl»«**» i Hkt*< M^oT 

GF (vascular endothelial growth factor;JllL*rtft**H*> 

#832001-526255 (#iWi£ 1 - Warner Lambert) > 

#12 0 0 2-2 4 9 4 7 3 ^<km (#It»2. SSlt) > 
m^&mm 0 2/4 7 6 7 9f^/7V;l> (#It» 3 , Emory Univ. ) > 
»lI0 2/0 5 9 0 8 0^>7W h ORMfrXSU, Guilford Pharmaceutica 

Is) 

@^<&W^9 3/2 3 3 5 7f^'>7V7b (#lt»:5. Res. Corporation Tech. I 
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HH ) 0 ^<D4>^f!]x{i\ SU11248 (Sugen/Pf izer, 3- (tn-;V-2-^W Jr 

*#]*. ) , ZD6474 (AstraZeneca, JJ^*9*f «J 

f CP 5 4 7 6 3 2 (Pfizer, 4 Vf 77-H*t*t4ft*l, #fi^F» 1 0 

[#St» 1 1 &m 2001-526255 
2 ] #12 0 0 2 - 2 4 9 4 7 3 
[#fr»3] BKM2fl«*0 2/4 7 6 7 9^>7V; h 
[#lf»4] iPI&iiO 2/5 9 0 8 0f^>7l/7b 
[#fr» 5 ] gl££rgB$ 9 3/2 3 3 5 7f^>7V7h 
[#fF»6] SRK&Nff 0 2/4 9 6 3 2^>7Vf b 

[#ff»7] mm&wmo 1/3 i s 2 o^>7V9 > 

[#lr»8] *S#^6 2 5 8 8 1 2 ^«B* 
[#ff» 9 ] HI£2rlM& 0 1/3 2 6 5 1f^7l/7> 
[#ir»l 0] SP^fJ^ 9 9 / 6 2 8 9 0fA>7V7 h 

[##fr» HFolkmann, J. , J. Natul. Cancer Ins 
t. , mS 2m, 14- 61, 1 9 9 0^ 

[##fr»2] Weidner, N. «b, N. Engl. J. Med. , * 3 
^§ III 1 — 8 p\ 1991^ 
[##Sf«3] Bochner, B. H. , J. Natl. Cancer In 
st.,i87i,il 6 0 3 - 1 6 1 2l, 1 9 9 5^ 

[##fp ^ 4 ] Klagsbrun, M. iilfFo 1 kmann, J. ^ Han 
dbook of Experimental Pharmacology, ^95 

% II, »5 4 9- 5 8 6R, 1 9 9 0¥ 

5] A s a h a r a, T. S c i e n c e , % 2 7 5 % 9 b 4 

- 9 6 71, 1 9 9 7^ . 
[##fr^tm 6] Kabbinavar, F. ^ , J. CI inical Unco 
Iogy,f21t,f6 0 - 6 5I, 2 0 0 3^ 

[^#It»7] L a i r d, A. D. fc-fctfCh e r r i n g t o n , J . M. , 
Expert Opinion Investigational Drugs, £ 
12i,l51-64I, 2 0 0 3^ . . 

r ## |^^^ 8]Boyer, S. J., Current Topics in M 
e die in a 1 Chemistry, * 2 §9 7 3-1 0 0 01, 2 0 0 2 

m&ffr$M 91 Glade-Bender, J. , Kandel, J. J. & 
Yama s h i r o, D. J. , Expert Opinion on Biol o 
gical Therapy,^3^i2f>i2 6 3-2 7 6I, 2 0 0 3^ 

[^#fr»l 0]Laird, A. D. isitf J . M. Ch e r r i n g t o n. 
Expert Opinion Investigational Drugs, m 
1 2t, ilf, $5 1-6 41, 2 0 0 3^ 
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[00 11] 
[0 0 12] 

Hki] 



(») 



[0 0 13] 

iAfn«^*») ; Q 2 l±, -A 4 = A 5 Sfc*±-0-, -S-JJ:t>-N (Ri 

& Cl <h % 5 , A »j. ^ v rt ^ 

A 2 liC-X 2 *fcl±N-C*»K As i±C-X 3 £fcl±N-C*!K A 4 iiC-X 4 a: a- 

liNt-*^ a 5 lic-xs t fcttN-e*!? ; ^ , _ 

R i f.i Ci - e T**,K ,nC- . T*J^ C, - a 7**** 

' X 2 > X 3 , X 4 *ilfXB l±, **LeWfc£Ki, fcKn*f. 

7 ?3?A trr-v;> Ci - 6 t;vw?a vd - « t;vw^a Ci - 

e 7W7V>'A v'Ci - e T^JVT^yA Ci - e T**n>*'T-i'S. vC 
, _ 6 t;v^;v^t-vV, Ci-« Ci - e y;v*;v^v*> Ci - e 

t;v*;v*;v*-jk Ci - e r^*****^ vCi - e r;v*;v***y\ Ci - 

6 7;v*;K Ci - e 7^^a C 3 - 9 ->^mJK C 3 - 9 ^nT*3*y 
Co - 7 7**--/K C.2 - i 7;V*->K Ci - 6 7****>1'#->K C i - e_ T 

A7n7'J-J^H*-J^if f T 1 J-^Ci - e 7 (&-t 7 
fflO*»±. ^^'^ Ci - e T^^iCCi - e 7;vn^v^6IJ$Wl 

' X, i3ilFX2 . X 2 fcilfXa s Xs * J: 1^X4 > 4«.0 f tX4 fcitfXs tt, ^ 

Yi± Ci - 6 t;v^;a c 3 - 9 v^nr;v^;K c 2 - 7 7**-/K c 2 - 7 t 
;v*~;a d - e y;i^;v#;v^K Ci - e t 

H3fE# 2005-3012247 
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r*SU 7^Cx - a T;v^->. N-Cx - e T.W^C,- e T^J 
T-y KKn^lc - e 7^;V75/, Cx - a a T^iVT, 

AT. LMUlr^A - Cl - 6T ^ ;VT M^^^r5r(7 
_ a T ;V^;V) 7?A (Ci - 6 T^'/d- 6 Tfr^ T*/. 

, _ 6 7 M^^^A Ci - e 7WW*^WyCi-a ft**** 

v 7 C x - a 7;V^v, N-C x - e 7^,7 ^C.-. l***^ 
UWCi- a 7M;V75A Ci - a T*3*vCi - r T ;V 

_ 6 T***0 7?A 7v7A Ci - a 7;VW,yA vCi - a 7^^7> 

y Ci-»7*a^»^ Ci-eT^fJ, C i - a 7 

,vW*;V*^K Ci - a 7Mm*^^yC. -e Si 

6 7;vUk 7 5; C x - a 7;V^A N-C x - e 7^;V7 ^ C x - a 7^ 
*-v N N-VCi - e 7W75A^i - « 75 A Ci - « 7M 

* Fn1y C : la 7**;V7^ Cx - a 7****C, - e T*J;V7 
75ACi - a 7W757, vCx - a 7^75A ^^J^ 
r a 7;^;v) 75A (C x - a 7^/Ci- a 7;V*,v) T * >A . ( 

757Cx - a 7;V^r;V) 757. ">7A *M^>A Cx - a 7*3*V***- 

ffifiE# 2005-3012247 
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^JiOSm^i^m^^TV^-CfcivM , -ORi fcitf-NRi R« 

StL«^nJK^**tr<MP*fctt5PIMn3-7jl^nfl|, ^ny>IJ, ^ Fn *^ 
Cl _ 6 T^^v, t Kn^f-vCi - 6 Tfr** 9 s> Ci - 6 TJV^yCi - 6 T 

N N-vCi - 6 - e 7iV^y, 7?A Ci - a T*** 7 ^^ 

UWCi- e 7M^7 5A Ci - e 7^^y Cl - 6 7***7*^ 7^ 
y Cl - 6 7W757, 5>Ci - e WTy^MUD^C,- e T V 

T 5y\ ex (7;v^->Ci - 6 r;v*;v) 75A w (t^Ci - 6 r;v 

75A v7A Ci - 6 7;V^'>*^K T U 7 ^ * t ^ 

Ci - 6 7******^ vCi - e 

nf IrffML ; 
L ^ : 

[0 0 14] 

Kb 2] 

M H 





[0015] 

o 

i ^ 1 ^ d i) iz&^XQi *»-A2 =A 3 -*>*fr6\ A 2 **A i fcft^U, Ai 
_A 2 =A 3 -fcfc*o 4fc, Q 2 ^-A 4 =A 5 A 4 *»Qi fc»*U Qi 

— A4 = As - b-fr&o 

[0 0 18] 

Mb 3] 



[0 0 19] 
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[0 0 2 0] 




(I) 



W^Ai 1 ! A,, As, A*. A., L. Y, *J:tfZ», BeW^i*^ 

o 

^S^IiUtskj:^ ±.ia^ (i i) zt^ d) r^x z#. ***^ 
r , « r;v^;v Cs - 9 ->^7^;k Kn^fvCi - e t;v*;k t 
c I rJSUc - t;v*,k c, - e 7****0! - 6 7;v*;k yr;c 

Ulcx - e t;v^;k «*^C>- e r**>K (n. N-^Ci- « 7;v*;v 
lL **** v^n7ne;K 

2- (N N-v^f-^7^) -7;K 2- (N, N-** (2-^^^ 
5 7*y) 2 4-yU^ynW, 2, 3, 4-FnFo^fK 

V X ^ ;V if $ tL & o 

«W«lUaio«»:J:tLtf, .tea (i i) 4fc»* (i)/^; 
^HHS ->7A Ci - 6 7;v*;k ;ndCi - e 7;v*;k c 2 - ? r c 

C 2 _ 7 T**-***^ ifcli^nCi - 6 7*3*^*** -tg* 4 I L 
Wn/n^h^ 2-^-1-^**^ ^ tt2 ^ Dnx ^ y 

i«^i^uo«tj;^\ j** (i i) **=«<■!;> 

X?*fc*iNT*lK A 2 iiC-X 2 tfc»±N-C*0. As BC-X3 *fc»4Ne*<K 

xi.X2.xs, x 4 feiirxB *ti*tmM.^ ' Cft^ 

, _ a T**;v Ci - 6 7JV3^A /^Ci - 6 7***, ^Ci - 6 7*3*v 

*tfX, > X 2 isitFXs , Xs ^^X 4 . ^m:X 4 **VX B *K 
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, X 4 ^Wxs ©*#«Ctt, 7**^ *nn. 7n*, 

L • Xi *J:tfX2 tVy/^* 
1 • X 2 fiilFXs ^\ ftLW^ti^S^i-*^*^^^ 4 " y T^ f 
>**J&SL ; x 2 ^t>'x 3 ^ * * ft**? 

i^l)lilcSIJOfjm^J:W^ Ai ttC-Xi SfcttNTNfcJ,. A2 ttC-Xa 4 
/:(iNt*^ As ttC-Xs SfcliNT*^ A 4 «C-X4 «C*J ; As ^^-Xb 
■C*^ A i , A 2 **tfAs ^«^2o^#ra^N^**ifctt*v^ ±BB^ B 

*%mzV^x r^nr^nt^J tau 7**j*k a**** *J5^ 3 ^? J 5^ 

£^*U* rs* iw^r, s ^ tt, ******* 

i^f^L-c rci - e 7***J fctt. *«?Jti~6ol«tt, 

* i-^;K t-7f-;K n— <^f;K 3-^?-;v7^;k 2-p<Wf 

;v i-^^f^, i -j^v/ntf^, n-^^/iK 4-^^>^K 3- 

n^v^K ->*n^7^;K **n***/K y^7^> ^^ntwf)K 
^p^3->;v^JK Ci - e 7;v^3^«£^v^n7nii;K Ci - 4 7;v 
*ji/»-e*Jft3*.fc5/*n^>^/K Ci - s TJV^riHtm^/r^aAapy^^ 

rc 2 - 7 7**--*^ »*ft2-7o*«4fc»ifl"tt*I«©7 
*<r^****U , ( 
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^^^^ n-^n#**, i-7/u*°*v. s-7 
i.^^b^j/, i-xWo^a n-^y)v«A 

hW, 3-***"0>*->* 2-^V^>*^ l-^A^Vh*^ 3-J- 

?Vu/v Vrvy* >fvw;*, tWT^u, f-rVTW*. >vrv 
V»!%\?Al\ h4^;k ^kv 

o 

V>^y*;V^;K t-^^vA^-K n^n^rv*^ 3 - * 

J 8 -^?^*, i-^f-^ t-W^ n-^>W* 3-^f-;V 
^V***. 2-*W7f-»**s l-xf;V7nt^t, 

il^^y^*^-^ n _ yf -;v;uv*^K i 
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i^K^-t rci - 6 r;v^;vT5yj fctt, r ^^Jrgf L £* 

*ft 1 ~ 6 oft* * fc tt5M£*M*«> 7- ;v^;vStr^t- JT^^T§/*««U « I x 

S - 7W5 A t-W7?A n-^W, 

7 3 .^f^W5A 2-^WW^A !-^fjv7W^A 1- 
iV^^nif^T^y, ^J:^n-A^^75A 4 -^M>^T5A 3-^ 
f^>W5A 2-A^JWW5A l-^f^VW^A 3--^ 

* L ADt« 1 ~ 6 O mil £ tt^^W 7JV^riH*ft^v7;V^^7^MS 

;V T 5/J fc»±, «*.t*. ^W5A W^5A ^-7nW.A v 
i-7ot>75A yn-7W?A ^ )V _ n _ 7W ,A tV ZZ 
W^A ,f;v-i-W7^A ,^- t -7W?A £t T^lt 

7?A ft^'&ttLSo 

n^iww^a - 7 ojwi*««tti*L, ^mmmvm^isz 
III mmttz^Mms-ifk^mm 

I, Wn^>*>, ^n^***, y^A7"Av. v^u^x^ v*n^** 

~>*n^7*>, y^n^r>, e/^n^^-b>, ^>-fe vfc tt^,„ 
-tf^vy t'n'jyA t±^jv>. t£^7V>, 75A ^7xA t±n-;K >f - 

\/^)'j>-l-4*, t^n-4-AK ^AA/-1-AK 

_ 4 _^y ^ D _; V -l-^;V, ^7-;v-l-AKi3iW?A/^-l^ 
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W*4*tS«^«k#5 ~ 7 OAfnitt*U »AfnS^I ft 
£ 0 r»B4*:»i^*«5-7Jl^nflU fctt, tfn^vV, * 

, yt ^ t ^^ f 7 /-;K ^Vf77-)K ^fy7V-JK ^y7;-K 

H r/- ;K nr/^K tfu*^ e?^-/, ^j^>> 

i^Mv^T rc 2 - 7 7;v^-^**vJ 7JV^^Wi:Ltai:£|L 
2 ~ 7 oita * o r ;v f =■ * r - * * * mm 

f z %r^ 2 ~7 <7>m« * \±fr®8iftv> t ^ - * * * ^mkmw 

>f*j, rtKn^Ci-eT^^J, rCi - e WVCi - e T^*v 

j rr^y Ci - e r;va*vJ . [N-d - e 7^75yci - 6 7;^^v 

, > rN N -yc 1 -6 7M^7?;Ci-6 7;V^->J> rtiFn^^Ci-e 
7^75^, rCi- 6 7;V^>Ci-a7W7^J, 75 ^ 1 " 6 
7jV ^;V757j , rtf^ Ko^yCi - 6 7*"**) 75/J , ft:* (Ci-e 

7^vC- 6 7***0 75/j , re* (7^c 1; « T***) ; 

rci - e 7;W75vVj , TvCi - e 7;VW5^/J rvT^Ca - 6 7* 
* ; v_K rtTV vKi - e r;v*;vj , rc i - * 7^a^> C 2 - 7 r;v*;v.K I 
UWd - 6 r;v*;vj , r^Kn^vCi - e 7;v^vCi - • ta>*» K 

y Ci - e t;v^;H . (N, N-vd - e 7;vw?y) Ci - 6 r;v^;vt/iii 
(N N — H'7x (H Fo ^">Ci - e 7;V*;v) 7^)0,^ 7 ;v* ;WC#i ft* 7 

o 

[0 0 4 9] 

ft i - 6 o«« t tz \±%-mm<D T** u y y m^mm £ ft tz r *> *»m * * 

A/^^i^-^nCi - e T;v^V&t:*^£ft&o 

i ~ e <Dum t tz K&mmfcn 7^^ * r s ft^ r * 3 * 

2005-3012247 
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Ci - 6 7;V^~>Plt t;^nCi - e T^^^y, v^nCi - e 7*3*^ > 

i^mzV^r hnci - 6 7***f-*M fct±> 7***31$^ vcm^mLtz 
£*3c l ~ 6 ^SII * fc r * * **^vn n ** > ***** $ r * 

, - 6 7***-f-:*Kii, t;^nc. - 6 7***^ v^nci - 6 7***?-* 

pj^nCi - e 7;vWt^i^-/NOCi - e 7***«&fc*# ? 1^* L *° 
£*l& 0 

i^fc^l-C rCi - 6 fctt, ?! H C CN H 

) N H 2 ) i:^W3o«IWnm^Ci - e 7*****«*2*^*> 
<*>**flcU -NHC (NH) NH (C i - « 7***) ftif**tro 

*«£fc*v>T rvCx - a 7;^^7->VJ fctt. ^7y-^S ( — N H C (N 
H) n H 2 ) ifi, IiIW2fpjft-C 1 - e 7****K«ms*^*>w : «BfcU 

ffljiti. — NHC (NH) N (Ci - e 7***) 2 *f*#tr 0 

i^f'^T rvCi- a 7***7^/j tit, 7 5 vV * ("C (NH) NH 
-C (NH) N (Ci - e 7***) 2 fc^fc-g-tro 

rtKr.^T?^^*!,^ r-C (O) NH-OHj t 

*i*i-*o *»wk*v>-c rtFn^y7v/yij ki±, r-c (NH) nh- 
ohJ ifciH©s«Iiift*t*t^o 

i^^lt r*x*yj fci±, T-po (oh) 2 J **i*-t-*o **% 
isv^-c rci - 6 7******^-1 fci±, 7 Ltetc^iLtc i - 6 7 

T-PO (OH) (O-Ci - e 7***) J ***U *Ci - 6 7* 
2o©7)^«atffi^iU:Ci - 6 7;H^tt^ i - 

P O (O-C i - 6 7***) 2 J %iS-Mi-&o 

l^mtzV^x r***>«J ^ r-so 2 ohj « 

V-T rCi-e 7******J fctt. 7J^^fcLtW:Sit^Ci - 6 7** 
T-S02 O-Ci - e 7***J ^»^o 

^fi/>iii*;v^^i [-c (=o) -] *3^*i"*o ^ 

**w^v^, rci - 6 7***7 57 j , r^ci - a ?»*» r i'i ; ^ 

i _ 6 7***7 5 vVJ , r^Ci - e 7***7 5 ^7 J , Td -e 7***^7 

-y V j, rvd - e 7***^7-^vj , rci - e 7***?-*] : . rci - 6 

T ;V**^**J . rCi - 6 7******^J ^ rCi - 6 7****J*^J , 

ryci - 6 7******yj > rci- 6 7***j, rci - 6 r*3*vj „ r 

C 3 _ 9 v^n7***J , rCs - 9 ->^7;v^yj , rc 2 - 7 7*v^* K 
rc2 - v 7**-*J , TCi - 6 7***#**-*J *.fctf rCi - 6 7*n*v 
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N jfffL(l±l~3t*Wo 

vW*W-*J> rru-;v^;v^;vj. ^bt^*^*^. ; J 

iitf rci - a T******-^ a, ^^ioTli. ttffiSfcli** 

, 6 7 iV^^ t FD^/Ci - e 7;V^y, Ci - 6 + - e T*=* 

U WCi e TlV^y, N-Ci - e 7W7^C - . T***v. N 

5; Cl - 6 7M^A vCi-e7^T5A ^u*vCi-e7 

;V*;v) 7?A 75vA Ci - 6 7W75^A v C i - e r Z %/ \ 

>TT-VJ Ci 6 T**»rT-V;, y'Ci - 6 7MH7^/A vTA * 

rex - a r;v^;vj res -'%*" 7 »*Zl£*Z* 

„^~ r r -r jvcfciv-s j-r>*C i - e 7;V3^vC i - 6 T^*^**?>»^^ ! * L * 1 * 

«w£S«SSU«?ft* - * * * * ttWttl 3 ~ 7 W n 

J Vi%A^nii*l± Ci - e T;v^;v> KKn^Ci - a 7;V^;v£> J: r>c i - 6 

v^T^v.) , .ny>e, tKn^, 0,^7^ N^C 
*=i*^ Ci - 6 7^^>d- e 7^^fA 7?;Ci - 6 7^^ ^ N C 

7 ,v^A 75A Ci - e 7^iV7^A KW/Ci- a 7M^7>A C 
> _ 6 7^y Cl - 6 7^;V75A T^Ci - a 7;W7,A y £ i - • 

Ci - e 7*3****#->K 7V-^*v*^ ; * -rill 
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#M 2004-292580 



: 13/ 



SJ f L < f± 1 ~ 3 t?ab*o 

6 T ;V^->, N-Ci - e TiW^yd - 6 7^^y, N N-vCi- 6 7 

y vCi - 6 7;v^v75A (nwci - 6 7***) 7^, (t 
*;v*^->;K Ci - e 7;v^y*;v^;K TV-^*^*^*?*^ 

Ci - 6 7******^ *Ci - e r/w*****^ x;v*>SL ifcttCi - a 

5. jffiL<til~3i?*Sc 

[0 0 6 5] 
[0 0 6 6] 

Mb 51 




[0 0 6 8] 
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[ft 6] 




[0 0 6 9] 
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X 3 

>= N x 




,x 2 



Y. \ 





i tfK**flU±. « * »*. r G r e e n e a n d W u t s P r o 
t e c t i v e Groups i n Or gan i c Sy t h e s i s (* 2 JR. J o 
W ley&Sons 1 9 9 1) J KB**©***** * 
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[0 0 7 3] 

Syf) 1 rmL^-NH-c (o) n*.\i. mm^mi 

-1. 1-2. l-3ifclil-4W^^"Cijlt4iW^« 
[0 0 7 4] 
HHfrfrfe 1 ~ 1 



[0 0 7 5 ] 
[1X8] 




T 5 KflS 




X*S2 



(1-1-C) 



Ig3 



Q ? 2 ~if 

Qa^Aa-i O 

(1-1 -D) 



°? 2 if n 
Qa 1 -Aa 1 O 




184 



(1-1-E) 




(1-1-F) 

i^. 0 !^ 3 Qi,Q«, YfcitfZtt, * (I I) (C*V*T«**Lfc 
Aai' Qai . Qa 2 , Yi isJitfZi li*^, S (II) <D%m*'ttl?&Ai , 
bi o 2 YfcitfzfcratJfeUfc^fU J fcttf Wf * ^> ^ i ^ 
a/, q/, Q,, Y*J:tfZfc*«l3*L$*2fe*£-ro LG«^nr>, h 

[0 0 7 7] 

rf > wiff^- i - a) ******** ( i - i -b) fc *^£***" 

riO K (1-1-C) fc#-C**o £<0RJStt»^n^<b*i|*fc 

ftT> &-7u h vftll^ 0°C~ l 8 O-COjRl&^ft^tr^tLSo 
[0 0 7 8] 

n y > ^ij b L"C lifll x. fcKfrft * V >K * - fr***tf& - ^ £ «• 

#^5K) . 1, 3-yy^A^>W^?F (DCC) , 

-i>i^W-*-i. 2-';uw-;> (eedq) , m-bn 

i;yy) _ W ^-e, A =A^7;Vtn^77-h (PyBrOP) , 1 
3 _ ( 3 » -y^fjVT^yynE 0 ^) AJV^^fU' (EDC) , (^WHJTV- 
f'Jt'nijyV-^^*-^ ^^^n 7 r - > (PyBO 

miiE# 2005-3012247 
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17/ 



>VT^-;V (HOB t ) , *«V (N-^v^^;V) , ^fS^Orin 
liixf^V/, 1, [5. 4. 0] (DBU) 

L<t4^nn^>*^* fc*<^ n y >*fcj*ffejc*. « *• »*T * > > ft h > , fll x. « 

[0 0 7 9] 

-T*S O ( 2/ J> J 4V.) 

>^f>S|LhCK*3fe*«ro^W0VTy^tt, S y n t h e t i c C o mm u 

■ „ a f i o n 8 8 7 -9 0 24 (6), (1994). bB«0^^ ^ 

^ (i-i-c) *RjeCT«mft#«t+, 

itCJ:»), MSi-^vTAfb^ (1-1-D) ^it^^o 
[0 0 8 0] 

liO r * S v n Coll. vol. 2, 5 8 6 - 5 8 8 (1 9 4 3) . Me d 

Chem 4 3 8 7 3 - 8 8 2 (2 0 0 0) . ft if) , «^»T\ IITO 
7j v^^Sv>ttWf;VX;V^yKnTT^S A If WW 2 0 0 0 - 8 6 6 1 
0**12 0 0 1 -3 9 9 3 6 4W , * * ^ li»«»T»Mt £ 2f ifc (#^¥ 6 

- 2 3 9 8 io4if) ttximvrht^ ztibKmm<D^&*m±mmvxiT')Ztfrx~ 

-1-E) ^«-f£^ft^&£° ^iMSUiS'*^****^*^*^*^ 
*«Tft»o RJSBWiftl 0#*e>ft3 0B*WC*4o RJS«Kt±ftl OTC^feftl 0 0 

[0 0 8 1 ] 

» 7?/I, ^n^A *^*~f>-lt^ 

ttfcJfcflUi, rGr e e n e a n d Wu t s, "Protective Gr 

0 u p s i n 0 r g a n i c S y t h e s i s" (jajohnW.l e y & 
Sons 1 9 9 1) J tiW^t 
TSmith and March, "March' s Advanced Organ 

1 c Chemistry" (H 5 John Wi ley & Sons 2001) 
J fc&vMi [Richard C. Larock, Comprehensive Urga 
nic Transformations (VCH Publishers, Inc. 1 
9 8 9) J K&Wfi&KX 

[0 0 8 2] 
«r jffe 1 - 2 
[0 0 8 3] 
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Mb 9] 



Qpi-Aai 
Qa 2 



NH 2 




XIII 



OR 



75 KflSl 




OR 



IS2 



Q f 2 lf 
QarAa-i O 




XII 3 

■ 

75 Rb2 




114 

ABM 






(X5g2+XH3) 

£i RNrefr3 

T 5 KfcSs 



iS. Ai Qi , Q2 v Y**tfztt, * (i I) K*vvrj&»**;fcfc*»-e*t> 

Aa? Qax Qaa , Yi ^i^Zili*^ * (I D ^1«^A! , 
Ai' Q 2 . Y^itfZCfifcSftn^t. Rli^K ^KJ^"* 

[0 0 8 5] 



IT* 1 ~ 3 



lit 
[0 0 8 6] 




l§2 



okA... + -v^Sr%^ °j iT SS Z1 ill** 



<?nf 
Q1-A1 



*J Ax Qi> Q«, Y***Ztt,* (ID * 5 
Aai Qai . Qa 2 , Yi **tfZi tt**L**L, * (I I) ©jBKfcfctf * Ai , 

Q?! Q 2 Y*J:tfZfcHD5ea**U * VM±K*KK J: o 

A / Qi, Q 2 , Yis iiFZ &S£3rto 
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[0 0 8 8] 





I§2 

—7—— ua 2 -jr f| " ^ N - HJJU 



Q P 2 f N ' 1 
Qan-Aa! o 



H 



Xjl3 r 




Ai Qi > Q2 , Y^itfZti, SS (I I) fc*^T^**fcfc*<>-**<> 
AaT Qai > Qa 2 . Yi isitfZi tt^tL^, 5ft (I D <0%MK&VZAi , 

Ai > Qi, Q2, Yfc-ttfZfcaaftStf^ ****** o 
[0 0 9 1 ] 
XfM 1 (7 5 Vifc 1 ) 

M^fe 1 - 1 1 cor ^ vftbmfc<o&w*&R'** - fc* 1 "^* *o 

[0 0 9 2 ] 

SaiT^B^-rL^-CH = CH--ea$tL^4b^ii, «*.wr, M**fc2-i 

[0 0 9 3 ] 

Mjfe-frfe 2 - 1 



[0 0 9 4] 

Mb 1 2 ] 



W 1 + H 



XfS2 




Qa^Aa! 




- b U 



Qa^Aai 
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iS. A Qi , Q 2 . YSitfZli, * (I I) K^XMmZti?zt&*)X^t) 
Qai Q 2 Yi *JtfZi li**L**U * (I I) ^i^'^Ai , 

a/ q/ Qa, Y*J:tfZfc**S*^ *****-«> LGli^n^ 
[0 0 9 6 ] 



2-2 
[0 0 9 7 ] 
[ft 1 3 ] 



Qfr Aa i + 

Qa 2 A w 




.OR 



as- 



Qa 2 | 
Qa^Aa! 




OR 



X«2 
* 




XH3 


7 5 Kit 




frags*** 




(X*I2+X*I3) 
OR ► 




i* Ai Qi , Q 2 > Y^^ZIi, 5* (I I) t^T3&H**Lfcfc*9-C*») 
Aa? Qai Qa 2 ^Yi^Zi li^^tu 5ft (I I) A i . 

fVt ^V7'o^ tert-^;K ftifCCi- e TA>*»****o 

[0 0 9 9] 

Wfrfe 2-3 
[0 10 0] 
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Hfc i 4 ] 




Igl 



Qa 2 „ 
Qa.fAa., 




Ig2 
Z 1 JftftSk 




il Ax Qi > Q 2 . Y^itfZli, * (I I) fc*v*Tfe*3*L:fcfc*^*<> 
Aa ; Qa ; Qa2 , Yi iSitfZi ttftl^ ^ (I I) (Dfem^&if&Ai > 

Ai Qi, Q 2 , YSJtfZfc****^*****-- Wi±0, O' -v-**fcfc*-- 

* * * » r * * * - * a ^ * = ^ W ^ V5 ° 

[0 10 2] 

2-4 
[0 10 3] 
1 5 ] 

Yi 



QafAa! 
Qa 2 




Jim \ 




I§2 ^ 




Q1-A1 



If Qi , Q2 , YSJtfZtt, * (I I) Cfcv^^Sttfci:*^** 
Aa? Qai Qa 2 Yi fe^ZHiW^ 3* ( I I) ©Jfc*fc**t* Ai . 

[0 10 5] 

«r7P& 2-5 
[0 10 6] 
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[ft l 6 ] 




111 




112 
» 

=. h 'J 



Qa 2 



Xfl3 > 

' NH2 sa^ii 



Qa^Aat 




a i ^ q i > Q2 > Ysjcztt, * (i i) « v ; T ^^S£^J^5? 

Aai Qa^Qa^Yi^lFZi 1±**l***U * (I I) «>5&*fc*»7* A i 
[0 10 8] 

U 3 - 2 I 3 - 3 (^f^ti o tS^t^) - t^^ c 
[0 10 9] 
Mift^jfe 3 - 1 
[0 110] 
lit 1 7 ] 




113 




(3-1-C) 



Xg2 




Xl§4 



(3-1-D) 



( 3-1-E ) 




(3-1-F) 
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k^I: Xa 2 . Xas. Xa 4 . Xas V J> ? ^Z^ * 
(I) ^il^^X: . X 2 . Xs . X4 . Xs . Yfii»ZtHU^*U 4 

[0 112] 

trxn tTk (3-l-C) t»ati£fc^*4. doKJEttSt^ny^KW* 
#*ET. #7°n h 0°C~ 1 8 OtwRJt^ftW^o 

o ft**#5tt b T tiff x. I***** * * * * ~> < ; ™^ 5 ^ * 7 

* k) ) 1 3-yy?n^yJV*My^F (DCC) . 2—x>*v- 
T-iUl*;vk;v-l, (EEDQ) . ^*-MJ^ 

n ,j^ V ) -^*-^^t7HD^77-F (PyBrOP) . 1 — 
_ 3 _ (3 ' -y^W?;^t» *M*y^F (EDO . (^> , /> , ^V 
-;W;v**v) FUfn'J-yV-*^*^^ AH7^n^77-F (PyB 
OP) HWKi^^o m«^MKWkU-C»±«*.tfN-tKo*^v 
, /hlJT . 7 _ ;v (HOB t ) . &mv ( N -^y>^y» . *;^f^^yf ^v 

nJxWVA 1, 8-v7f^n [5. 4. 0] -7-*>^*> (DBU 
[0 114] 

■ „ o * ; « r, R S 7 - 9 0 24 (6), (1994). &M<Dj3&*ms.Mm L 
>t^lSo^C«: (3-l-C) tfOSWWtftii^ *U 

ihC];^ itJS-T&^T^'fbfl: (3-1-D) Wifc^l4o 
[0 115] 

IfOrg. S y n. Coll. vol. 2 , 5 8 6 - 5 8 8 ( 1 9 4 3) • J J • Med 

AO (173-882 (2 0 0 0).&«^ IIM«f«T, 



Che m. ,43,873-882(2000) 
7;vn-^4^tt^f^;v^yFnlf^ft (i£(«2 0 0 0- 8 6 6 
0^« 2 0 0 1 - 3 9 9 3 6 4W . * * vMiiOWtt^t^ ;6 
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-1-E) ^^it5^f*4o RjS»jftttV^^^^**">K4if*ffl^Stfc 
KJSP*MI±ftl 0^e>^3 0«FH-e**o RI&i&Kttfcl CC^fe^l 0 0 
°Ctf>yUJ^t&ll!^&&° 

* (481 x if Tklt^. 75^1, ^ny>, *;v^^v;H, — >n», 

fc < 3 - 1 - F ) * *ba* * 

MMmm^ mZ-tf, rG r e e n e a n d Wu t s, "Protective Gr 
o u P s in Organic Sythesis" (« 2 JK, John W i 1 e y & 
Son s 199 1) J 9*KUfco 

rSmith and March, "March's Advanced Organ 
ic Chemistry" (|5l, J o hn Wi 1 e y & Son s 2 0 0 1) 
j fcav>tt [Richard C. Larock, Comprehensive Org a 
nic Transformations (VCH Publishers, Inc. 1 

9 8 9) j ^mm^mKi. ^il/;o 

[0 117] 

IIS,^^ 3-2 
[0 118] 
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lit 18] 




{ 3-2-D) ( 3-2-E ) 





( 3-2-C ) 



(XH2+X3S3) 




( 3-2-E ) 



X.i, Xa. Xas, Xa. Xa. YxSilfZi * < 

I) osiwiXi, X 2 , Xs, X*, Xb, Y^V-Z^^MU t/: 

tt«*IMr*4v>iittfit«i=J:or, xi, xi ; x 8; x 4 , Xb, y& f^zk« 

tert-T^K 4k'©Ci - e r;v^^**^"t"o 
[0 12 0] 

Igi (7? Mb l ) 

(^!lx.(i\ Corey, E. J . ; Szekely 
C. S. Tetrahedron Lett. 3529, 197 
rin*^"*"*^ (fllx.(i\ Bryan, D. B. ; Hall 
n K G. Fuf fman, W. F . J Gleason, J. 

q'nr 1 9 7 7 9 9 2 3 5 3) %t*tmifb^ Zflbl,zmmv>J3&*MTk 

? a & & v> li^cSMb^ h V * a ffl ^TDnTK^fi- s ?Jft-e& £ » £U£B#H 

ffifE# 2005-3012247 



I . ; Shiner, 
7) „ **V»ttSft0^fiE 
R. F. ; H o 1 d e 
G. J . Am. Che 



#SI 2 0 0 4 - 2 9 2 5 8 0 v I 26/ 

»JK»jflCO«KIKHT?, »* < &® 8 0 °C~ 1 0 0 'C-C**o 
[0 12 1] 

(3-2-D) fc^K^Jte-frS^S-fc^-t "J- T ^ > J3-2- 

iU^na^ra* tzmm&-f. *m*>ttt ****** , # jn 
* ° n y * Jaw tit 5±^j *. * -9- y *>. mt* * - ****** £ s * 

. H*«**I2: Uli^lffi^W^^*^^ P S -Sr,i 

^^vMWv^F-N' -yntW^fy^WnfW (PS f^* 

-vx =5 ^ 1 3-yy?nAafyiVAM'y^F (DCC) > 

(EEDQ) , ( n 

i; , >v) A^f7)VtnW77-f (PyBrOP) > l-^JV 

3 _ (3 . _^f^75;ynt» *^v^F (EDC) . (^VhVTV- 
;W;V**v) f'jfn'jyV-*X*-9A=A^7;^n^77-F (PyBCD 
P) ****** dfctf-CSio ^fMM^UMiOT-U'n^^yv 
h;tv*-;v (HOB t ) . Rfy (N-^y^5v» , 

trXi^^T^V 1 8-yTft*yyn [5. 4. 0] (DBU) 

-v^f-;v*;VAT5 K4^*^r/»T5 >\ «^nn^'A ^^fj?! 
L<tt^nn^«>'4^nr/ ftftft**, « * »*T * > > 4 * > > > « *■ « 

t § * o 

[0 12 3] 

(II 2 +11 3 ) SHf ^fi 1 ^75 MfciS 
^U^*«A»«»#*^^*»«C» (3-2-C) I*, IS2^f^ 
»M^^^<7^ F (3-2-E) ** to *\X£K t4 ;.~ 

[0124] 

Hil£% 3-3_ 
[0 12 5] 
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I 27/ 



Ut 1 9 1 





Xa 5 



- Z1 - 



(3-3-C) 



( 3-3-D ) 

^ I!:! Xaa.Xaa.Xa^Xas.Y:^^ *< 

I) ^g^tSXx. X 2 . Xa. X 4 . Xs. Y^WZ^LgMU ^ 
lif«i^^vM±Wni:iot, X1.X2.X3.X4.X5. 

[0 12 7] 

Ijg 1 (7 5 Mfc) ^ , A , . _ 

[0 12 8] 

4 - 2 is <fc 0*4 - 3 \Z7ji'f%&K X o tl^lt^ 
[0 12 9] 
Mjt^fe 4 - 1 
[0 13 0] 
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(4-1-F) 



*«f ! L , Xs , X 4 , X 5 . Y*l»Z*. * (I) ^f7 ± |*J^^ ( 
Xai, Xa 2 . Xas . Xa 4 , Xa 5 > Yi i ttW^ ^ 

[0 13 2] 

^WpiS^-l-A) tJ^F (4-l-B) 

! **y->K y ^ WMn 

P\ 4^tffe*Lf >5tKH79 , A j;if)Vx-T)V» 5 LV>„ 
[0133] 

Rjt^ifc 3 - 1 2 co v r J it t mm<o&ft*&% tSit^-ClSo 

ffitE#2 005-3012247 



mm 2004-292580 



^-v: 29/ 



3-1 It 3 > V ;vin7K^m fc IW * ?SJ3 tic^s*' 

[0 13 4] 

MM£M 4-2 

[0 13 5] 
[it 2 1 ] 



Xai 



Xa 4 o O 

(4-2-B) 



OR ^ 




(4-2-A) 



Xa 4 



( 4-2-C ) 



OR IS 2 




114 



(4-2-E) 




(4-2-F) 




(Xg2+Xfi3) 
OR 75 K<fcS Xa 2 




Xs 
X a 2 



(4-2-E) 

X 4 Xs, Yfc-ktfZtt, 55 (I) K^X^M^fitztiS 
^ Xas . Xa 4 . Xas . Yi isitfZi tt-ttf^tu ^ ( 

stc*i**xi, X2.Xs.X4.X5. Yi^ziwc^utfc 

lifffilH)fi*4vMill«ii:J:o-C, X1.X2.X3.X4. Xs . Y^VZUk 
tert-^V. fc£©Ci - 6 T******^ WttO, 0' -^-R^**-** 

[0 13 7] 

ffiiE# 2005-3012247 



#gf 2004-292580 



^-^1 30/ 



$u^.£ 3 - 2 2 <75^^ T-;vin7X53-» fc mU<o*&*T&M1r2> - fc ** c§ * ° 

[0 13 8] 

3 -?> o 

[0 13 9] 

x® i -t?#^^^««lfS#^^^^lf«*«M 2 «x*in*#»**§* - fc 

»7r/ii7'o f >tt*^>ti7'n > Or-l 8 OTCOKfif*^, « 

[0 14 0] 

3 - 1 x® 4 om^si, * raa^fcttfcaffi-*-* - * ^ ^ * ° 

neiTir 4-3 

[0141] 
[ it 2 2 ] 

Xa, 



Xa4 
(4-3-A) 

112 




Xa 4 



(4-3-B) 



( 4-3-C ) 




(4-3-D) 



i* Xl , X 2 , Xa . X 4 . X 5 , Y*J:tfZI±, * (I) K*V>TS£ ***** 
W,Xai,Xa,,Xa,,Xa4,Xa,, Y x is J: VZ ^ *j 

[0 14 3] 



mtE# 2005-3012247 



SfeM 2004-292580 



^-v> : 31/ 



[0 14 4] 

Si -2 2-2, 3-2*m-24m^T5 hMfcie^ M*fc LTfliV** 



o 

ffifE# 2005-3012247 



#JM 2004-292580 



^-vl 32/ 



*J&*U ( - 1 7" ^ >^'J) , ^»J> ^ P *^ 

fc L-C tt , Wit 'J if- ;v tf n ij K>, ^ * n /u&imflBJW&M fc H»<0 

# (mmm. »eAW) k»l-c, <* u> f fc 2?V 

BJUliO l~l 0 0 0mg. $6KfftUli«lkgSfcU-3 0 0mg1? 
^ - H ^r,©«ffl*^ Mc7)#m«^Am#^tTt±, #£L<I±1 0-8 0 

o m g <o mm & * o imam oi^, - s o i k g s * « J t < i± o 1 - 

tl5SE# 2005-3012247 



#S 2004-292580 



s<--j : 33/ 



NMR«WfttJEOLtt«JNM-EX 2 7 0 ( 2 7 0 MH z ) * * WiHtt* 
TNM— GSX4 0 0 (4 0 0MHz) Srfflv>Tfrfcv^ NMRr'-^^ PPm (pa 
r t s Per million) (5) U t^iW^f-^^^^ 

JMS-SX/SX 1 0 2A ** v>-C#fco 4 fcfcMM** " t ££1 ? 

^77^-#ivOnv7 (mi c r oma s sttlZMD) ^*v^i±Ag ilent 

Technologies ttf^A g i lent 110 0«Bft* 
-#§ W ^n-^^ (F i n n i g a n»N a v i g a t o r) *m^"Cto*. 0 MM®. 
YlfyyJ -O&ftte. TIBOV»i* tt*»S:ffiv^o 
[0160] 

it:Waterstt!996-600E; 

*5A:Combi ODS (ODS, 5 M m, 4. 6 mm I . D. x 5 0 mm, ffi* 
Mpifttl) , COSMOSIL (ODS, 5 M m, 4. 6mml. D. x 5 0mm, 

. Wilnerts i 1 CI 8 (ODS, 5 ^ m, 4. 6m 
ml D x5 0mm, GLt^^>^ttS) '» 

mmm- o 0 5%hU7W»^w* (a) s^o. os%hj7^ 
B ( o . 5 ft (dt, t- v -7v 4 x^mmmmm ; 

MM : 4 . 0 m L 
[0161] 

Sf:Watersttl996-600E; 

^A'Combi ODS (ODS, 5 ft m, 4. 6 mm I . D. x5 0mm, 
mmnmnm) , COSMOSIL (ODS, 5 M m, 4. 6 mm I. D. x 5 0 mm, 

tfc») , ^Iner t s i 1 C18 (ODS, 5 M m, 4. 6m 
ml D x5 0mm, GLt^x>^tti) ) > 

Wtm'lO. 0 5%h'J7^n*imta (A) W0. 05%hV7**n 
Wtl§&#-^v6'"t"<2) T *fe b — h V ^ (B) \ 

*ffiS:3 0%B*fc3 5%B (0. 2*) , 3 5 %B*fc 9 8 %B ( 3 . 3 £) , 9 
8 %B^3 0%B (lft > 3 0%B« (0. 5*) 0^f^7^ft»«^K 

; 

MM : 4 . 0 m L /£\> 
[0 16 2] 

(R« I A g i 1 e n t Technologie sttSA g i 1 e n t 00, 
^AiCombi ODS (ODS, 5 M m, 4. 6 mm I. D. x 5 0 mm, W7b 
iilttil) . COSMOSIL (ODS, 5^m, 4. 6 mm I . D. x5 0mm, 
\i?4T***m . ^Itlnert s i 1 CIS (ODS, 5 ^ m, 4. 6m 
ml. D. x5 0mm, GLt^^->^ttt) I , t „ . „ 

*Mttffl:0. 0 5%>'J7*tnft«mta (A) aVO. 05%HJ7WD 

^SSTT^B^S^B^: 5*) , 96%Bt« (1*) . 9 5«B** 
10%B (0. 5#) <a*x? 7 0l 7-f X5:«F»^gK»ffl 5 

mtiE# 2005-3012247 



mm 2004-292580 



s*-z? : 34/ 



: 2 . 0 m L /^o 
[0 16 3] 

ItiAgilent Techno 1 og i e sttIA g i 1 e n t 110 0, 

• Comb i ODS (ODS, 5^m, 4. 6 mm I . D. x 5 0 mm, m± 
M*X*tt») > COSMOSIL (ODS, 5 M m, 4. 6 mm I. D. x5 0 mm, 
T-^jTXjrftm) , fcSWil n e r t s i 1 C18 (ODS, 5^, 4. 6m 
ml D. x5 0mm, GLt^^Xttl) ; 

0. 0 5%b'J7W*Itt*t4* (A) R^ 0 - 0 5%hV7;V*n 

8%BTflM* (1*) , 98%BH10%B ( 1 30 Wr777^«« 



2. 0mL/^o 

[0164] 

HJZ-L^-Z-ZjLz 5 
^f.WatersttI9 9 6 - 6 0 0 E; 

^AiCombi ODS (ODS, 5 ^ m, 4. 6 mm I . D. x 5 0 mm, Abb 
illlfil) , COSMOSIL (ODS, 5jum, 4. 6 mm I . D. x5 0mm, 
wTwttM) , Wilnerts i 1 CIS (ODS, 5 „ m, 4. 6m 
mT D x5 0mm, GLt^^>^ttI) 

*S^T%B^95%B U) . 95%B**1%B ( 1 *) , 1%B« 

# (0. 5#) WXr y ^7>f X4»«t4gB*tti ; 
•^31 ; 4 . 0 m L /^o 

Wa t e r\*fc»9 9 6 - 6 0 0 E£jgSfti£ifc#* n-7 h ^7 7 4 - ^4 
(m! c r oma s sliSZMD) e«ft*«0»»iftT»*fr^ **5Hm 

i^itcomb i ODS (ODS, 5 p m, 2 8 mm I . D. x 5 0 mm, fttttt 

*52ffiM>. ; 0 5%h'J7^o**mt** (A) W0. 05%HJ7;vtn 
Rfei?r^tt47'feb-h 1 J^ (B) ; 

iffife: 10%B« (0. 5*) , 10%BH95%B (7 5*) ,95%B 
■CffS (0. 5 5-) , 95%BH10%B (1. 5 30 Wr77"7^M» 

ffi ; 

mM I 3 5 m L /fro 

andWuts, "Protective Groups in Org a nic Syt 
hes i 8" (*2JK, John Wi l ey & Sons 1991) ] KwSMVtt 



[0 16 9] 



mtiE# 2005-3012247 



004-292580 



^-v : 35/ 



Mi, J. M. Stewart, J. D. Youngf,Solid Phase 
Peptide Synthesis,i2l,H05l(Pierce Chemi 
cal Company, 1 9 8 4 ^) ©IBftO^JRfcfto Ttro tz 0 
[0 17 0] 

3?N- \7 - * n n 7 -4-^^V7?^K «fc*W 1 -1-1) 

[0 17 1] 

m 2 3 1 

I 



CI 




[0 17 2] 

Tf§ A 

737*^-2-* h^>«i^^ll (CAS«*#*: 7 1 2 0-4 1- 
4) 

[0 17 3] 

m 2 4 1 




Br 
6 

0 0mLr**Lfc- L»3 0 0mL^^ Lfc* 
^f-;v3 0 g*#^o 

i h-NMR (400 MHz, CDCls) S3. 89 (3H, s) , 6. 8 7 (1 H 
d, J = 8. 8Hz), 7. 55 (1H, dd, J = 8. 8Hz, 2. 9Hz), 7. 
9 o' (1 H, d, J = 2. 9Hz)o 

ESiaC/MS^yrO^-K) m/z 2 4 5. 2 4 7 (M+H + ) ; «fB# 

m 3.185- b^7^ i ) o 

h*VftA«©P» (CAStiff : 2 4 7 6 - 3 5 -9 

) 

[0 17 7] 



tBliE# 2005-3012247 



mW. 2004-292580 



^-v: 36/ 



m 2 5 ] 



o 

IO 

6 




Br 

2 _ ^ 10. 9 g (85%) Srftfco 

1 H-NMR (4 0 0MHz, DMSO-de) S3. 81 (3H, s) , 7. 11 ( 
1H d, J = 9- 0Hz) , 7. 67 (1H, dd. J = 9. 0Hz. 2. 6Hz) . 
7. 7 2 (1H, d, J =2. 6 Hz) , 12. 9 4 (1H, b s) o 

EslaC/MS^fO^K) ,/z 2 3 1 . 2 3 3 (M+H+) ; «tttt 

m 2.66^ cmmm®-? 0-7^77^ 1 ) „ 



[0181] 
[ft 2 6] 



r/X7 5 F<7)fiS 




' 7 . 11V i i lefcN N - vM V 7"n t';vxf ^ / 4 5 m L 4 y ^ n n ^ ? / 
m#^> 7X3 OOmL^DMi^MU ** **> * * * > * ✓ 10 0m L T 2 EHA 

?T-*-C«*Lfco *EET«*U (4-^n7 

-2->>^/XT5K2 3. 6g (8 0%) 



1 H-NMR (4 0 0MHz, CDCls) 54. 0 6 (3 H s) 6 9 3 (1 H 
A T-a rh^ 7 S3 (2H d, J = 8. 8Hz), 7. 59 (1H, d 
d. d jil 8 8Hl 2! 9H 3 Z ) 3 , ( 7. «X'(2H. d. 1 = 8. 8Hz) , 8. 39 
(1H, d, J = 2. 9Hz) , 9. 7 0 (1 H, b s) o 

E l SiaC/MSm^*-K)»/« 34 0, 3 4 2 (M+H+ ) I «P# 
ft 3. 49^(S)lff^vF^7'f-^2)o 

f?^ T7 _ N _ ( 4 - ? nD7x^) _ 2 -,>^>X7 5F« 

miiE# 2005-3012247 



#11 2004-292580 



^-v: 37/ 



[0 18 5] 
Ufc 2 7 ] 




CN 



KQ 0^->T«7. 8g£N, N-^f^KT5F10 0mLC«L 
^Wh^^*^7-f>^^A2. 3 g MP*.**. W*N , N-v^J 

_ N _ ( 4 -^n7x^) -2-iH-^^75F4. 9g (6 4%) &*r*-o 
[0187] 

i h-NMR (4 0 0MHz, CDC 1 3 ) S4. 15 (3H s) 7 . 1 4 (1H 
, d , J = 8. 8Hz) . 7. 34 (2H. d. J = 8 . 8Hz) 7. 60 (2H d 

J = 8. 8Hz), 7. 7 9 (1H, dd, J = 8. 8Hz, 2. 4Hz) . 8. 5 8 
'(1H, d, J = 2. 4Hz), 9. 53(lH,bs)o 

ESI aC/MSW-f^-K) m/z 2 8 7, 2 8 9 (M+H + ) ; «tttt 
m 3. 54^(S»avb777^-«Do 

f^N- ( 4 -^D7x^) -4-^ bWV7^75 K 1 - 1 - D 

©PS 

[0 18 9] 
2 8 ] 




[0190] n . 

-r*s n T*m P> fif- 5-i/TV— N — (4-?nn7x^Jl/) -2-> h^r^ 
F9 8g^W^^>F8 0mLCiiU *»****PLfco 3 0%«BMk 

i!*W«**, ?Wt8 0 0mLtP^«. ££fc*ffflW±*BlU **?***\? 
BWb-9^«ffiT«*U 3-N- (4-*un 7 ^;v) 
5K10. 3 g (9 9%) &»fco 

^H-NMR (4 0 0MHz, DMSO-de) S3. 92 (3H s) , 7. 24 ( 
1H d, J = 8. 8Hz) , 7. 29 (1H. bs) . 7. 40 (2H, d, J = 8 

7 7fi(2H d T = 8- 8Hz),7. 97(1H, bs),8. 03 
Uh! dai ]ts S'ut I 2Hz), 8. 12 (1H, d, J-2. 2Hz) 

ffiSE#2 0 0 5-3 0 1 2 2 4 7 



#0 2004-292580 



^-v : 38/ 



, 10. 31 ( 1 H, s)o 

ESlaC/MSm^*-K)m/i 3 0 5, 3 0 7 (M+H + ) ;W 
M 2. 9 153- WW^^77^-©^1) o 

) <7>$ei 

[0 19 3] 
[4b 2 9 ] 



CI 




tftfolmwU, i&«*^* ? *6 OmL^JRt^, 0. 



ssfiiZMD) ^ffi^tilU afe@#^3-N- (4-^D7x-;V) -4 7 
n^y^77^7?F6mg (52%) *Wfco 

^H-NMR (4 0 0MHz, DMSO-de) *0. 96 (3H t J = 7. 6H 
Z ) 1 7 4 - 1. 8 0 (2 H, m) , 4. 1 1 (2 H, t, J = 6. 2 Hz) 7 

22'cik. d. J=8- 8Hz) , 7. 30 (1H, bs) 7 4 4 2 d, 
= 8. 8Hz) , 7. 76 (2H, d, J = 8. 8 Hz) 7. 99 (1H. b s ) 8 
01 (1H, dd, J = 8. 8Hz, 2. 4Hz), 8. 14 (1H. d, J-2. 4 
Hz) 10. 30 (1H, bs)o 

Esi (lC/MS*v^«-K) m/z 3 3 3 , 3 3 5 <M+H + ) ; WW 

n 3. 29» (asa»Dv^77<-o#fti) . 

-3) com^t 
[0 19 7] 



ffiSE# 2005-3012247 



#IS 2004-292580 



^-v : 39/ 



[^3 0] 



CI 




o 



1 H-NMR (4 0 0MHz, DMSO-de ) 54. 74 (2H, d , J- 4. H 
z) , 5. 25 (1H, dd, J = 10. 8Hz, 1. 2Hz) 5 41 ( H dd 
, J = 10. 8 Hz, 1. 2 Hz) , 6. 0 2-6. 11 ( 1 H m) 7 2 3 ( 1 H 
d, J = 8. 8 Hz) , 7. 3 2 (1H, bs) , 7. 4 1 (2H, d J = 8. 8H 
z ) 7 7 5 (2 H, d, J = 8. 8Hz) , 7. 9 9 - 8. 0 2 (2 H, m) , 8. 
ll'(lH, d, J = 2. 0Hz), 10. 36 (1H, bs)o 

ESiac/MS^r^^-F) m/ Z 3 3 1, 3 3 3 (M+H + ) ; *JW* 
fg] 3. 17* (^«ft^ n v f^7^ 1 ) o 

aTu-^^x,.) -4- (2-^-****) -^V^^F ( 

1 - 1 - 4 ) om^t 
[0 2 0 0] 
lit 3 1] 




1 H-NMR (270 MHz, DMSO-de) S 0 . 93 (3H, t, J - 7 
z) , 1. 9 9 - 2. 0 9 (2 H, m) , 4. 68 (2H, d, J = 5. 3Hz) 



s) 



7 

7. 9 
( 1 H 
[ 0 2 

E S I 
3 



5 H z , 5 
2 3 (1 H, d 
9 H z) 
8 . 14 



3 H z) , 
J = 8 
7. 7 
(1 H, 



5. 9 3 (1 H, 



9 H z) 
(2 H, 
, J = 2 



70 (1H, dt, J = 1 5 
. 5Hz, 6. 3Hz), 7 

4 2 (2 H, d, J = 8 
8 - 8 . 0 3 (2 H, m) 

b s ) o 
0 2 ] 

(LC/MS^fO'^F) m/z 29 
7 0* (m^D"7^77^-«l) o 

[nam- 1-5] 

4 _ (2 -y^;v**v) - 3 — N — (4-?Dn7x^) 
<grffc 1 - 1 - 5 ) CO 
[0 2 0 3] 



d t 
,7.30 
d, J = 8 
. 0 H z) 



6 H 
5 . 

J = 1 5 
(1H, b 
9 H z) 
10.3 



1,2 9 3 (M+H + ) ; 



{±iliE# 2005-3012247 



#® 2004-292580 



s*—*? : 40/ 



[ft 3 2] 




gjwi i - 3 i - 2 fc iwo«^t* 3 -n - ( 4 -^nn7^-;v) 

4 _^ W y -7 * 9 5 V£ 1 -7n^- 2 -^f ^*^^t^ 
i H _ NMR (2 7 0MHz, DMSO-de) H. 84 (3H, 

z) , 4. 94 (2H, d, 1=2. 3Hz), 7. 2 7 (1H, d. 
7. 3 3 (1H, b s) , 7. 4 1 (2H, d, J = 8 

d, J = 8. 9Hz), 7. 98-8. 11 (2H, m) 

.3 Hz), 10. 36 (1H, bs)o 
[0 2 0 5] 

ESI (LC/MS*yt^t-K) m/z 343 
M 3.32^ (HH&WLfo? ov^77^ -<D4kft 1 ) o 

i&mw i - 1 - 6 ] 



9 H z) 
8. 1 1 



d, J = 2. 3 H 
J = 8 . 9 H z) 
7. 7 5 (2 H, 
(1 H, d, J = 2 



345 (m+h + ) ; 



k (ft^ 



1-1-6 



) 



<7)i 

[0 2 0 6] 
m 3 3 ] 




[0 2 0 7] 

h»j 1-1-2 \z&m<D*m%& t mm<om^"c 3 - n - 

1 h-NMR (2 7 0MHz, DMSO-de) SO. 89 



z) , 1 
2 H, t 
, b s) 
z) , 7 
, 8. 1 
[0 2 



. 3 5 - 1. 4 9 (2 H, m) 
, J = 6 . 3Hz), 7. 24 (1H, d 
, 7. 4 2 (2H, d, J = 8. 9Hz) 
. 9 8 ( 1 H, b s) , 8. 0 1 (1 H, 
4 (1 H, d, J = 2. 3 H z) , 10 
0 8] 

(LC/MS*yr^7*t-F) m/z 



6 8-1. 79 
J = 8. 
7.75 
d, 

2 8 



(3 H, 
(2 H, 
6 H z) 
(2 H, 



t , 
m) 
, 7 
d, 



J = 7 
, 4. 
. 3 0 

J = 8 



. 4H 
1 5 ( 
(1H 
. 9 H 



J = 8. 
(1 H, 



6 H z , 
b s ) o 



2 . 3 H z) 



3 4 7, 3 4 9 (M+H + ) ; 



ESI ~ 

m 3. 6l7>'(«ff^^^^77^-«D c 

4**2-^nlUy) -3-N- (4-*uny^;v) ->fV7*?SK Mb 

^1-1-7) <75iei 

[0 2 0 9] 



ffifE# 2005-3012247 



#SI 2004-292580 



^-v : 41/ 




ifaM 1-1-2 fc RI**>*ttT 3 - N - (J-^n7x 



m) , 8 



0 4 (2 H, t , J = 
(1H, d, J = 8. 
. 9H z) , 7. 7 8 
2 5 (1 H, d 



4 - > h^f->>fV7^9? K 1 

1 H-NMR (2 7 0MHz, DMSO-de) 54. 
z) , 4. 47 (2H, t. J = 5. 1Hz) , 7. 2 8 

7. 3 4 (1H, bs), 7. 4 3 (2H, d, J = 8 
d, J = 8. 9Hz) , 8. 02-8. 06 (2 H, 

0 H z ) , 10. 23 ( 1 H , bs)o 
ESI (LC/MS^f-f^-K) m/z 353 

3. 2 5^(W^^^77^-^fl) = 
[0 2 11] 

1 - 1 - 8 ) £>»kS£ 



-;v) - 

5. 1 H 

9 H z) 
(2 H, 
, J =2 



3 5 5 (M+H + ) 



55 F Ut 




[0 2 



H 

) 

7 



z , 
, 4 
. 3 0 
J = 8 
H z) 
[0 2 



4 1 (2 H, 
1 . 2 4-1 
(1 H, d 
9 H z) 
8.23 



d d 
. 4 
J = 8 
7. 7 
(1 H, 



6 
m 



13] 

1-1-2 \zWM<om&i& t |Wl#o^t? 3 - N - (4-^nnj^^;v) 

i H-NMR (2 7 0MHz, DMSO-de) SO 
4. 6Hz) , 0. 54-0. 60 (2 H, m) 
. 0 5 (2H, d, J = 6. 9Hz) , 7. 2 1 
(1 H, b s) , 7. 4 3 (2H, d, J =8 
9Hz) , 8. 00-8. 03 (2 H, m) 
10. 35 ( 1 H, b s ) o 

aC/MSm-f^-K) m/z 3 4 5, 3 4 7 (M+H + ) ; UWW 



J = 9. 

0 (1H, 
. 9Hz) 
8 (2H, 
d, J = 2 



ESI 

j 3. 48^'(S» n7 ^77^#ftDo 

imMw 1 - 1 - 9 ] , 

[0 2 15] 



K 



1-1-9 



mSE# 2005-3012247 



mm 2004-292580 



^.--J : 42/ 



[ft 3 6] 




[0 2 17] 
Hfc 3 7] 
F 



F^F 




i^l-\-lI^ET«#£^3-N- (4-^D7x^) _ 4 _^*W 

S*>u^A-cK»bfco %«**ET«bfc- »** 

* K2mLC»»Hfc. :«>UWr/7 2 ^ L ?£t>N - 7 * t 
' |xf;V5 0mLt«U s&^MiT^^^^ 



(4-^07*^*^^) - 7 x^r)V3 8mg (5 2%) Sr^o 

iH-NMR (2 7 0MHz, DMSO-de) 9 7. 4 6 (2H, d, J = 8. 9H 
z ) 7 7 0 - 7. 7 5 (4H, m) , 8. 18 (1H. dd, J = 8. 6Hz, 2 
3 Hz) , 8. 2 5 (1H, bs) , 8. 3 2 (1H, d, J = 2. 3Hz), 10. 8 
8 ( 1 H, b s ) o 

maUs^N^-nm/z 4 2 3, 4 2 5 (M+H + ) ; ft** 
m 3.40^ b ^9 7 J -<D&VF 1 ) o 

(4-^n7x,;V) _4-xf^V7^7U' (flS*» 1 - 1 - 9 

) oil 

[ 0 2 2 1 ] 



ffifiE# 2005-3012247 



mm 2004-292580 



^-z? : 43/ 



Mb 3 8] 




[0 2 2 2] 

SmLCiSHt i^fi^'^Wr/O. 5ml, 3>)ft«6mg, TMS 
7t fW/l 3 4^L, ^Tb7^rX (f>j7x^X7-f » ^°7v7A 3 3mg 

BfeLfco SKtfVAt^SIILt, %ifc**JBET**&L;fco iS^^-^3mU:?& 

ixf^OmLtffU J&SfpA-fbTV^-^A-eife^L, iMth^^^i 

(✓s**j-> :»»J.^^= 1 : 4) till, N-3- (4-^n7x^v) -4-^ 
fi^-/fV7^?5K5mg (17%) SrWfco 
[0 2 2 3 ] 

E S I (LC/MS^f-f^- F) m/z 2 9 9,3 0 1 (M+H + ) , 3 4 0 
(M+CHsCN + H + ) ;«B#F^I2. 5 9^ («#^v^77^ltt3 

) o 

[0 2 2 4] 

mmm 1-1-10] . 

[0 2 2 5] 
[ft 3 9] 




[0 2 2 6] 

1-1-2 KWMo>m&*& £ m*L*>*ft"* 3 - N - (4-fJ7^n^K 

1 H-NMR (4 0 0MHz, DMSO-de) 51. 22 (3H, t, J = 6. 8H 
z), 4. 23 (2H, q, J = 6. 8 Hz) , 5. 04 (2H, s), 7. 25 (1H 
, d, J = 8. 8Hz), 7. 36 (1H, bs), 7. 40 (2H, d, J = 8. 8H 
z) , 7. 92 (2H, d, J = 9. 3Hz) , 8. 03 (2H, dd J=8. 8Hz 
, 2. 0Hz), 8. 36 (1H, d, J = 2. 0Hz), 10. 53 (1H, bs)„ 
[ 0 2 2 7] 

ESI (LC/MS*7rO^-F) m/z 4 2 7 (M+H + ) ; #Kr«FW 2. 
7 8ft (mMfe? nvf07^ - <D$& 2 ) o 

3^*N — \ 4 — Mj7;vto^ f^>7x-*) -4-> h*WV7^95 K 

ffifE# 2005-3012247 



#11 2004-292580 



^-v: 44/ 



1 - 2 - 1 ) (DMM 
[0 2 2 8] 
[ft 4 0] 




NH 2 



[0 2 2 9 ] 

IMA _ m4felI 

[0 2 3 0] 
[4fc4 1] 




*H=TiE*U 3-^n>f*-4-^^/*Af»^2 3. 8g (6 0%) £ 

i l H-NMR (4 0 0MHz, CDCls) * 1 . 39 (3H t, J = 7 » H z ) 
,3.95 (3H. s) , 4. 36 (2H a, J = 7 .OH z ) . 4 6 6 (2 H s 
) 6. 92 (1H, d, J = 8. 3Hz). 8. 03 ( 1 H. dd, J-8. 3Hz, 
2. 1Hz) , 8. 0 5 (1H, d, J = 2. 1Hz) o 

ESiac/MS^r^^F) m/z 2 2 9, 2 3 1 (M+H + ) ; ft** 
m 2. 8 5^- (^lWa-7h777>f-0*#2) o 

[0 2 3 4] 
HN2] 




CI 



T^^ii*L^nn^;v--4-^ ^^MIxfJV8. 2 g fc^^^v 
^ T t 5 3 g * > ;vi ySOmLMU 10 0^6 «fIW«» L fc* 0 °C M 

tfJtE# 2005-3012247 



#S 2004-292580 



45/ 



_ 2 _^^y^>y>A^fV^f7^^ = ^n'jF12. Og (91%) 
isiaC/MS^^-K) m/z 3 3 3 (M + -C1) ;Wfl 1 

??**5*-4-> ht'^ifSixf^M (CASSftH: 122 136- 

0 3-2) 
[0 2 3 7] 
lit A 3] 




o 

9 t*?An-;K12. 0 g * 5 0 2 4 m L L 1 0 0 4 . 5 

h * ->£JS.#1*^^ 3 . 5 g (52%) fcftfco 
[0 2 3 9 1 

1 H-NMR (4 0 0MHz, CDCls) *1. 40 (3H t J = 7 1Hz) 
4 01 (3H, s) , 4. 37 (2H, Q > J = 7. 1Hz) , 7. 05 (1H . d 
i J = 8. 8 Hz) , 8. 26 (1H, dd, J = 8. 8Hz, 2. 1Hz) , 8. 51 
(1H, d, J = 2. 1Hz) , 10. 46 (1H, s) o . 

ESI (LC/MSm-f^-K) m/z 2 0 9 (M + H + ) ! W^l 3. 
085" (Sl«#^v^7 7^-«1) o 

ISP 

[0 2 4 1 ] 
[it 4 4 ] 




o o 

;V _2-y-?>2 0mLi:V>8C**tH^A2. 9g^ 7^2 0mLht-7*f^ 
7 ;V 3 — ;V 5 OmL oa#»*t:j|*U 0 ^ fc**P Lfco £ ©fcfcfcffi**** > V J 

^y 7 ^;V^ i-cc^;V5. lg (9 6%) £#fco 

i l H-NMR (4 0 0MHz, CDCls) *1. 40 (3H, t, J = 7. 0Hz) 

tB|E# 2005-3012247 



#11 2 0 0 4 - 2 9 2 5 8 0 ^— 5? : 46/ 

, 4. 15 (3H, s) , 4. 3 9 (2H, a, J = 7 OHz) 7. 12 (1H d 
J = 8. 8Hz), 8. 27 (1H, dd, J = 8. 8Hz, 2. OHz), 8. 84 
' (1 H, d, J = 2 . OHz) o 

Eslac/MSm^^FJm/z 2 2 5 (M+H + ) ;Wr H 1 2. 

II 

[0 2 4 5] 
[ft 4 5] 




-S ft*^ )l 8 B^^LTOJH^ 0^2 O^WL^^l 6 B #f« 

N -^yv7nfJVxf;V75> 1 2 3 ^L^^on^^2mLUitM« 

^$^Wi:L-Cfflv«U N — (4-HJ7^tnn^>7x^) -4 * 
F^v^77^7r/fxf;i/7 9mg (9 2%) 
[0 2 4 7] 

1 H-NMR (4 0 0 MHz, CDC 1 3 ) * 1. 4 1 (3H t J = 7 . 2 Hz) 
4 14C3H s),4. 39 (2 H, q, J = 7. 2Hz), 7. 10 (1H, d 
' J=8 8Hz) . 7 2 3 (2 H, d, J-8. 8Hz) , 7. 71 (2H d. J 
= 8. 8Hz) , 8. 22 (1H, dd, J = 8. 8Hz, 2. 3Hz) , 8. 94 (1 
H, d, J = 2. 3 Hz) , 9. 66 (1H, bs)o 

ESiaC/MS^f^^F) m/z 3 8 4 (M + H + ) ;Wfl 3. 

[0 2 4 9] 
Mb 4 6] 



F O 




O 

XL J 




OH 



[ 0 2 5 0 ] 

tBIE# 2005-3012247 



mi 2004-292580 ^-v! 47/ 

*U N — (4-f'J7J^n^ b^y7x-;V) -4-^ b^y^ 77^7 . » 
mg (1 0 0%) ^r#^o 

^H-NMR (4 0 0MHz, DMSO-de) 3. 95 (3H s) 7. 29 (1 
H, d, J = 8. 8Hz) , 7. 36 (2H. d, J=8. 8Hz) , 7 8 4 (2H 
d J = 8. 8Hz) ,8.07 (1H, dd, J-8. fHz 2 3Hz) 8 1 

2 (1H, d, J = 2 . 3 Hz) , 10. 3 8 ( 1 H, s) , 12. 9 1 (1H. b) • 

E l SiaC/liS^^^-K)ni/z 3 5 6 (M+H + ) ;f» 3. 

3 6^ (W^n7F^77^«D o 

l» 1 - 2 - 1) <7)P® 
[0 2 5 3] 
[<k 4 7] 



*N S-^*^T5K2mH:#»U N, N-^77n^xW 7 

U 3-N- (4-l>';7^nX h *->?.x^;V) -4-* bWV7^5K4 5 
mg (9 6 %) *#fwo 

» l H-NMR (4 0 0MHz, DMSO-de ) 5 3. 9 2 (3H j) , 7. 2 4 ( 
1H d T = 8 8Hz), 7. 31 (1H, bs) , 7. 37 (2H, d, J -9. 
0Hz) 7 8 5 (2 H d, J = 9. 0Hz) , 7. 9 9 (1H, bs) , 8. 0 4 
(in! dd', J = 8 , 8 Hz, 2. OH,), 8. 12 (1H, d. J =2. 0Hz) 
, 10. 39 (1H, s) o 

ESiaC/MS^N7^F) m/ Z 3 5 5 (M+H + ) 3. 
07* (ill$^0 ,7 ^7 7'f-«l) o 

3 [ ?N- U-t"ert-^;V 7 .^;v) -4-^^77^ 5 F «MH* 1 - 2 



-2) 

[0 2 5 7] 



HimE# 2005-3012247 



#11 2004-292580 



: 48/ 



lit A 8] 




NH 2 



ESI (LC/MSlyr^^-F) m/z 3 2 7 (M+H + ) , ftttttlH 3. 
25^ (flS^i&#^UV 1) o 

[0 2 5 9] 

5 F {it&m 1-2-3) Wl^t 
[0 2 6 0] 
Ufc4 9] 




[0 2 6 1 ] 

N — (4-?nn7x-)i') 
[0 2 6 2 ] 
[4b 5 0 ] 




3mLO^no>r/K#*U 4 - 9 u u T =■ V > 6 3 mg t N N - ✓ 4 J_7 n 



s.-c 3 b# 



Tfflv^SSU N — (4 
4 m g (9 4%) £#fco 
[0 2 6 4] 

1 H-NMR (270 MHz, DMSO-de) 5 1. 32 (3 H, 
z) , 3. 9 6 (3H, a) , 4. 3 1 (2H, Q, J = 7 3Hz) 
d J = 8. 9Hz) ,7.40 (2H, d, J = 8. 8Hz) , 7 

miE# 2005-3012247 



J = 7 . 3 H 
. 3 1 (1 H 
7 (2H, d 



mm 2004-292580 



^<-v: 49/ 



J = 8 8Hz), 8. 09 (1H, dd, J = 8. 9Hz, 2. 3Hz), 8. 15 
'(1H, d, J = 2. 3Hz), 10. 3 (1H, s) o 

ESI ai/MS^t^^K) m/z 3 3 4, 3 3 6 (M+H + ) ; 
M 3. 2 8^(H» D - 7 ^*77^-^#2)o 

^ S 7 4 _^nn7x^v) -4-^*WV7^i©M 
[0 2 6 6] 

His 5 1 ] 



1? t « 2 0 0 mL fc 2 0 %*BMt* U * A***6 OmLCifH^ 

- ( 4 -?nn7x^) _ 4 _^^y^;7^HlO. 7g (9 9%) 

10268] „ „ r ^ o u ^ 7 9 S f 

i H-NMR (2 7 0MHz, DMSO-ds) S3. 95 (3H s) .21 
1H d j = 8 . 6 Hz) , 7. 40 (2H. d, J = 8. 9 Hz) , 7. / 6 (2H 

d' J = 8. Hz) , 8 0 7 ( 1 H, dd, J = 8. 6Hz, 2 3Hz) 8. 
12 (1H, d, J=2. 3Hz) , 10. 3 (1H, s) , 12. 9 (1H, s) o 

maC/MS^rO^F) m /z 3 0 6, 3 0 8 <M+H + ) ; ff*ft 
IB] 2. 28^ («#^-7f^77^-«2) o 

( 4 ^no7x^) -i- N ^n^-4-M^77^ 

5 F (4b^% 1 - 2 - 3 ) (7)11 
[0 2 7 0] 
Hk 5 2 ] 




MBtttUfcN- (4-^n 7 *^) - 4 -i h ?^^t m orr?ln 

fi m s k N N-yM7^n t';vifjV7 r/20//L©y^no^ 500/iL 

_ N _ 1 _y^ D ^f;v-4-^Ky-'fV7^7^ 3. 8mg (13 

%) *#/:o 
[0 2 7 2 ] 

ffifE#2 005-3012247 



mm 2004-292580 



50/ 



1 H-NMR (2 7 0MHz, CDCls) *1. 4 0 - 1. 6 0 ( 2 H , m), 1. 
6 0 - 1. 8 5 (4 H, m) , 2. 0 0 - 2. 2 0 <2H. m) . 4 1 3 (3 H s) _ 
, 4. 41 (1H, dd, J = 14Hz, 2. 9Hz) , 6. 24 (1H bd J-6 

9Hz) . 7. 13 (1H. d, J = 8. 9 Hz) , 7 . 3 4 < 2 H d J- 8 9 
Hz) , 7. 63 (2H, d, J=8. 9Hz) . 8. 17 (1H dd J-8. 9H 
Zf 2. 6 Hz) , 8. 5 0 (1H, d, J = 2. 6 Hz) , 9. 7 7 (1H. bs) o 

ESI 7 (LC/MS#^-f^-K)m/z 3 7 3, 3 7 5 (M+H+) ; **M* 

1 - 2 - 4 ) ©St 
[0 2 7 4] 
[ft5 3] 



CI 

[0 2 7 5] 

ma 1-2-118G \zmm<nmk-%m t mmoMttK- (4-^n7x^) 

i H-NMR (2 7 0MHz, CDCls) 83. 01 (3H, d, J = 5. 0Hz) 
, 4. 12 (3H, s) , 6. 38 (1H. bs) , 7. 12 (1H. d. J-8. _6H 
z) , 7. 33 (2H, d, J=8. 9Hz) , 7. 62 (2H, d J-8. 9 H z )_ 
8. 15 (1H, dd, J = 8. 6Hz, 2. 7Hz), 8. 53 ( 1 H, d, J- 
2. 7 Hz) , 9. 7 5 (1 H, b s) o 

ESI aC/MS^fO^-F) 3 19, 32 1 (M+H+) ; ttttttN 2. 
6 6^ («^n-7h/77^^3) o 

ffrfrW 1 - 2 - 5 ) <75§&^ 
[0 2 7 7] 



m 5 4 ] 

I 




[0 2 7 81 

#|» 1-2-3 IfiCK|B«0«6*ffi * PW©aMtn?N- (4-^n7x^) 
- 4 h ^ W 77^ ;v§fcxf JV7 5 v&Sfcffifcffl^T'S-JjfcLfco 

i H-NMR (2 7 0MHz, CDCls) 91. 26 (3H, t, J = 4. 5 Hz) 
q 51 (2H, dd, J = 7. 3Hz, 4. 5Hz), 4. 13 (3H, s), 6. 
2 •( H, bs) , 7. 13 (1H, d, J = 8. 6Hz) , 7. 34 (2H d J 
= 9 0Hz) , 7. 63 (2H, d, J = 9. 0Hz) , 8. 17 (1H, dd J = 
8 6Hz, 2. 5Hz) , 8. 53 (1H, d, J=2. 5Hz) , 9. 77 (1H, 

b s ) o 

[0 2 7 9] 

m®E# 2005-3012247 



#0 2004-292580 



^-v: 51/ 



ESI (LC/MS*vf^^K) m/z 3 3 3, 3 3 5 (M+H + ) QkWm 

7 5. K 1 - 2 - 6 ) 

[ 0 2 8 0] 
Hb 5 5 ] 



tLlAJ 




o 



mM 1-2-3ISC ife RW»«JftftT?N - ( 4 - * n n V * - *) 

ESI (LC/MS*y^n-K) m/z 3 4 5, 3 4 7 (M+H ) ; 
m 2. 8 5f(«^n7>^77^«3) o 
[ 0 2 8 2 ] 

[0 2 8 3 ] 
[ft 5 6 ] 




ESI (LC/MS^yfO^-K) m/z 3 9 1, 3 9 3 (M+H ) , 4£«fB# 
R| 3. 033- (|SWnv^77^-#ft3)o 
[0 2 8 5] 

^U-^nUx^V) -N-l- (2-VT;xf*) -4-*>**->f 
77^55 K (*»J 1 - 2 - 8 ) <7>»3£ 
[ 0 2 8 6] 
[ft 5 7] 




L 1 - 2 - 3 X® C W»©»f^^N - (4-^D7x^V) 

_4_^ >^^>>fV7^Vfi:2-7577 J n^-l>'J;Vtfflv^^U;c 

i h-NMR (270 MHz, CDCh) 9 2. 76 (2H, t, J = 6. 2 Hz) 
q 72 (2H dd, J = l 2. 5Hz, 6. 2Hz),4. 13 (3H, s) , 7 
' 0 5 UH bs) , 7. 13 (IH, d, J = 8. 9 Hz) , 7. 3 3 (2H, d, 

tBiE# 2005-3012247 



#M 2004-292580 



^-v: 52/ 



J = 8. 9Hz), 7. 6 0 (2H, d, J= 8. 9 Hz) 8. 13 (1H dd J 
= 8. 9Hz, 2. 3Hz), 8. 61 (1H, d, J = 2. 3Hz), 9. 71 (1H 

, b S ) O 

E l SI(LC/MS^f^^K) m/z 3 5 8, 3 6 0 (M+H+) 

n 2. ss^MMff^- 7 ^' 97 ^^ 4 ^ 

5 K ('ffc'&tt 1 - 2 - 9 ) »I1 
[0 2 8 9] 
[ft 5 8 ] 



ci 



1 H-NMR (2 7 0MHz, CDC 1 3 ) * 1. 2 7 (6H, d, J = 6 6 H z 
, 3. 6 6 (1H, br s) , 4. 13 (3H, s) , 4 2 0 -4. 4 0 ( H ») 
6. 16 (1H, br s) , 7. 13 ( 1 H, d, = 8 . . 9 H z ) 7. 3 4 (2H 
d J = 8. 9Hz) , 7. 63 (2H, d, J = 8. 9Hz) , 8. 17 (1H. d 
d J =8 9 Hz, 2. 3Hz), 8. 5 1 ( 1 H, d, J = 2. 3 Hz) , 9. 7 7 
( 1 H, b s) o 

E l s? 9 dc/MS^f^^F) m/z 4 0 1, 4 0 3 (M+H + ) ; 
ffl 3. 5 7* (S«^nvf^57^-^ft3) o 

^u!^^,.) - 4 -*h**-N-i- (3-^;v-^;v) - 

/f V 7 ^ 7 ? K 1-2-10) OtBI 

[0 2 9 2 ] 
lit 5 9 ] 
I 



CI 



1-2-3 IfiC KEtO«ft*S ra#0»f^-CN - (4-^n7x-;V) 

1 H-NMR (2 7 0MHz, CDC 1 s ) 5 0. 9 5 (6H, d J -6 3 Hz) 
, 1. 51 (2H, dd, J = 14. 9Hz, 7. 0Hz) 1 64- 1. 7 7 ( 1 H 
, m) , 3. 4 7 (2H, dd, J = 14. 9 Hz, 5. Hz) > , 4. 11(3 H , s 
. 6. 3 0 (1H, bs) , 7. 11 (1H, d, = - 6 Hz) 7 3 3 ( 2 H 
d T = 8 9Hz) , 7. 62 (2H, d, J = 8. 9Hz) , 8. 15 (1H, d 
d J = 8 6Hz, 2. 7Hz) , 8. 5 1 (1H, d, J = 2. 7Hz) , 9. 7 6 

( 1 H, b s ) o 

maC/MS^T^^F) m/z 3 7 5, 3 7 7 (M+H + ) I 

JtiiE# 2005-3012247 



mm. 2 0 0 4 - 2 9 2 5 8 0 ^- v : 53/ 

Q 3. 3 8^ (H5M#^*^ >^97-T -OfcfM) o 

1-2-1 1 ) oftSft 
[ 0 2 9 5] 
Mb 6 0 ] 




mnm 1 - 2 - 3 xe c ifc * ra*«>»frrN - (4-^n7x^) 

1 H-NMR (2 7 0MHz, CDC Is) 5 4. 12 ( 3 H, s ) ,4.64 ( H 
d, J = 5. 6Hz) , 6. 63 (1H, bs) , 7. 13 ( H d , J=2. 3H 
' z J 7 . 3 0 - 7. 3 5 (7 H. m) , 7. 60 ( 2 H d = 8 9 Hz) , 8 
19 (1H, dd, J = 8. 6Hz, 2. 3Hz), 8. 55 (1H, d, J-2. 3H 
z) , 9 . 7 3 ( 1 H, b s) o 

isiaC/MSm-f^-K) m/z 3 9 5, 3 9 7 (M+H+) 
RI 3. 2 6^(HW^' 7 ^97^«3)o 

N M f-U-^nU^) -N-l- C2- 
[0 2 9 8] 

Mb 6 i] 




1 H 



[0 2 9 9 ] 



3XeC^IBm^M^^ra*^*^ N - (4-*nn^_;v) 

i H-NMR (2 7 0MHz, CDCls) 82. 89 (2H, t. J = 6. Hz) 
, 3. 7 0 (2H, dd, J- 12. 2 Hz, 6. 2 Hz), 4. 0 8 ( H . s) 6 

83 (1H, bs), 7. 06 (1H, d, J = 8. 6 H z ) 7 3 0 ^ 2H d , 
J = 8. 9 Hz) , 7. 5 5-7. 6 1 (4H, m) 8. .07 ( 1 H. d d J - 8. 
6 Hz, 2. 6 Hz) , 8. 5 7 (1H. d. J = 2. 6 Hz) , 9. 7 1 (1H, b s 

) o 

islac/MSm^^ttm/. 3 9 9, 4 0 1 (M+H+) ; «** 

m 2 . 1 4 (Hhmm*? nv>^7^ -<o&qf 3 ) 0 

N _ 3 _ ( 4 - ? nn7x^) _ 4 V *'>-N- 1 - (2-^>*^ 
-^77^7? F (4b^% 1-2-1 3) (DMlk 
[0 3 0 1] 



ffifE# 2005-3012247 



#M 2004-292580 



^-v : 54/ 



Ut 6 2 ] 




1 - 2 - 3 XS C KBBtKDMtfftfc k RM*«>*ftTN - ( 4 - n 7 x - *) 

i h-NMR (2 7 0MHz, CDC 1 3 ) 5 3. 3 9 (3H, s) , 3. 5 6 ( H 
dd J = 9. 3Hz, 4. 5Hz) , 3. 66 (2H, dd, J = 9 3Hz, 4. 

5 Hz) , 4. 13 (3H, s) , 6. 6 5 (1H, bs), 7. 13 (1H, d, J- 

8. 8Hz) , 7. 34 (2H, d, J = 8. 9Hz) , 7. 63 

9Hz), 8. 16 (1H, dd, J = 8. 6Hz, 2. 4Hz) 

, J = 2 . 3 H z) , 9. 74(1H, bs)o 
[0 3 0 3 ] 

ESI (LC/MS^/t^t-F) m/z 3 6 3, 3 6 5 
m 2. 5 7* (*a*^n-7>/97^-0*ft4) , 

mmu 1-2-14] 

N-l- (2-^nnifJV) — N— 3 - (4-^on7x-W 
77^7? K iAk&ty 1-2-14) ©SI 
[0 3 0 4] 

me 3] 



(2 H, d, J = 8. 
8. 5 8 (1 H, d 



cm+h + ) 



4 — * V * *s — 4 




imm i-2-3isc mm^m^m t ra*«>*fin?N - (^^ D71 ^ 

1 H-NMR (2 7 0MHz, CDC Is) 5 3. 7 0 - 3. 7 6 ( 2 H m) 3 

7 . 12-7. 15 ( 1 H, m) 



(2 H, d 
,8.60 



J = 8 . 9 H z) 
( 1 H, d, J - 2 



8 
6 



3 6 9 (M+H + ) 



7 7 - 3. 8 6 (2 H, m) , 4. 13 (3H, s) 
7. 34 (2H, d, J = 8. 9Hz), 7. 63 
14 (1H, dd, J = 8 . 6Hz, 2. 6Hz) 
Hz), 9. 73 ( 1 H, b s) o 
[0 3 0 6] 

ESI (LC/MS*yf^7*-F) m/z 367 
|7j 3. 0 1^(SW^^77^^fr3) o 

-4 -^77^55 K 1 - 2 - l 5) ©II 

[0 3 0 7] 
lit 6 4 ] 




[0 3 0 8] 



ffi|E# 2005-3012247 



#M 2004-292580 



^-v : 55/ 



■h, 1-2-3ISC fc: ra*<0 j*f^-C N — (4-^nnjx-;V) 

ESI (LC/MSW^«-K)m/z 3 8 9, 3 9 1 (M + H + ) . 
[0 3 0 9] 

V7^75 F ttfrfrW 1-2-16) <75iBI 
[0 3 10] 
[4b 6 5 ] 




ci 



1-2-3ISC fcWMROWfcfrife t «*N- ( 4 - *n n 7 * 

1 H — NMR ( 2 7 0MHz, CDCls) SO. 90-1. 10 ( 1 H , m) ' , 1. 
15-1. 3 5 (2H, m) , 1. 5 0 - 1. 8 8 ( 8 H m) 3. 30 (2H t, 
J = 6 . 3Hz), 4. 13 (3H, s) , 6. 3 4 (1H, bs) 7 13 (2H, 
d, J=8. 9Hz) , 7. 34 (2H. d, J = 8 . 9Hz) 7. 63 ( H d. 
j = 8 9 Hz) , 8. 17 (1H, dd, J -8. 9 Hz, 2. 6Hz), 8. 5 3 ( 
1H, d, J = 2. 6Hz), 9. 7 7 (1 H, b s) o 

Es!aC/MS^f^^F) m/z 3 4 7, 3 4 9 (M+H + ) ; **N* 
ffi 3. 0 15* (»^ov^*7 7^-«3) o 

^ y 7 ^ 7 ? K (At&m 1-2-17) ©lit 
[0 3 13] 
[it 6 6 ] 

1 - 2 - 3 Ig C KlB«tO«-al*tt P?#0»ftt?N- (4-^ n 7x^) 
_ 4 _^ 7 7 3';l/ii:7iV7 , JiV7 5 > *JB V~-T^J& Lfco 

i H — NMR (270 MHz, CDCls) <? 4 . 13 (3H, s) , 4. 64 (2H 
A T = 5 3Hz),6. 20-6. 33 (1 H, m),6. 38(1H, dd, J 
= 3 ' 0 Hz', 2. 0Hz) , 6. 6 0 (1H. bs), 7. 13 (1H, d, 1=8 
QH*z) 7 3 3 (2 H, d, J = 8. 9Hz) , 7. 38 ( 1 H, dd, J = 1 . 8 

. Hz) , 7. 6K2H, d, J = 8. 9Hz) , 8. 18 (1H dd 
j = 8 . 9Hz, 2. 4Hz) , 8. 55 (1H, d, J = 2. 4Hz) , 9. 74 (1 
H, b s) o 

ESiaC/MS#yf^*-K)m/i 3 8 5, 3 8 7 (M+H + ) ; 
IB] 3. 0 8t> h7*77-f -<D&&3) o 

mSE# 2005-3012247 



\ 




#M 2004-292580 



^-v: 56/ 



;v] _4_^^-^V7^5K 1-2-18) OfSHI 

[0 3 16] 
[ft 6 7 ] 



.OH 




o 

islaC/MS^f-f^-^m/z 3 9 3, 3 9 5 (M+H+) ; **M* 
IB) 2. 4 4^(«#^vf^77^^#3) „ 

^>-/fV7^9 5 F (it^m 1-2-1 9 ) <£>M 
[0 3 19] 
m 6 8 ] 




i H-NMR (2 7 0MHz, CDC Is) 5 2. 51(2H, t, J = 5. 5 Hz) 
, 3. 5 3 (2H, dd, J = l 1. 2 Hz, 5. Hz) 4. 1 2 (3 H s ) , 6 

8 9 (1H, bs) . 7. 12 (1H, d, J = 8. 6 Hz) 7 3 3 (2H d 
J = 8. 9Hz) , 7. 63 (2H, d, J = 8. 9Hz) 15 ( H, d J 

i 8 . 6Hz, 2. 3Hz), 8. 58 (1H, d, J = 2. 3Hz), 9. 74 (1H 
, b s ) o 

E°s 3 iaC/MS^^F) m /z 3 7 6, 3 7 8 (M+H + ) ; ft** 
ft 2. 6 3* (S«7nvf^77^^3) o 
1-2-2 0] 

) o»as 

[0 3 2 2] 
Hk 6 9 ] 



f m^m 1-2-20 



[0 3 2 3 ] 



tBliE#2 005-3012247 



mm 2004-292580 



^-v : 57/ 



[0 3 2 4] 
[ft 7 0 ] 
0 2 N 




o 



5- 3 (?hlv^;v^;v) - 2 -=>nSAf» (CASSfttt: 7 6 1 4 3 -3 
3-4) 1 50gi:N N-V>f>*^75 K0. 0 5mL^^on^>l 5 

tn? 0??3 0»«#L*:*S*-C1 3*W«#Lfco Rj£«t*«ffiT«*L<e*t* 

_^ nn7x -; V ) _ 4 _-],n^V7^>t^fJH. 82g (8 1%) fr**fco 

i [ H-NMR (2 7 0MHz, CDCls) S4. 00 (3H, s) , 7. 36 (2H 
, d. J = 8 . 9 Hz) . 7. 5 5 (2H. d. J = 8. 9 Hz) . 7 . 66 (1H. b 
8) , 8. 14 (1H. d. J = 8. 6 Hz) , 8. 2 5 - 8. 2 9 ( 2 H, m) • 
[0 3 2 7] 

EI (^yfO^-K) m/z 3 3 4 (M + ) o 

4 _ - h n _ 3 -N- (4 -^nn-7i^;v) ->fV7^9$KOPS 

[0 3 2 8] 
Ufc7 1] 




4-->n-3-N- (4-^nn7x^) ->fV7^?5M8mg (23%) Srf» 
[0 3 3 0] 

1 H-NMR (270 MHz, DMSO-de ) 8 7. 45 (2H, d, J = 8. 9H 
z) 7. 7 2 (2H, d, J=8. 9Hz) , 7. 8 3 (1H, bs) , 8. 16-8 

. 2 6 (3H, m) , 8. 3 9 (1H, b s) . 1 1. 0 0 (1H, b s) . 
[0 3 3 1 ] 

ffi!E#2 005-3012247 



#M 2004-292580 



: 58/ 



ESI m/z 3 2 0, 3 2 2 (M+H + ) J 

M 3. 0 0^(SSf#^7H'77^-O*ftl) « 

4?T^-3-N-(4-^P7x,;V) ^V7f?5K UlS*W 1 - 2 - 2 1 

) ornut 

[0 3 3 2 ] 
[4b 7 2] 



"2 

O 



ffiTillt/Co #fe*tfcH#tt. «ETft*t, 4-T^y-3-N- 
- ;V ) - /f y 7 37 7 5 K 4 lmg (99%) &#7c 0 

[0 3 3 4] 

1 H-NMR (270 MHz, DMSO-de ) 5 6. 73-6. 76 (3 H m) 
7. 0 7 (1H, bs) , 7. 4 1 (2H, d, J = 8. 9 Hz) 7. 6 4 (1 H b 
s) , 7. 5 1-7. 7 6 (3H, m) , 8. 17 (1H, d. J- 2. 0 Hz) , 10 
. 2 4 ( 1 H , b s ) o 

ESI 3 (LC/MS*vr^t-F) m/z 2 9 0, 2 9 2 (M+H + ) ; 
ID 2. 7 8* («#7D-7f7*7 7^-«l) o 

[WJ1-2-2 2] /^A*! 9 9 9 

) 

[0 3 3 6] 
7 3] 

cu 




*»Wl-2-21lMI&*L)t4-75>'-3-N- (4^ nB7i ^ ~? V » 
mF2 5mg^fnF07772mLj«l. 5mL. ffi»0. 5mLO« 

HJvA12mg fcflnfcfco RJfcifc*£fi"? 3 0 

*A***2 OmLfcin*.. 5 0 mL^ 2 IBfftffi L^o 

itxf;v«EmL, ft6*ifc«S»tWa t e r stt^9 9 6 - 6 0 0 E 
^BUSaaE^n^h^^-f-***.^^^ 13 ^ < mi c r oma s sttlcZMD 
) *av>-C»*U #fe*LfcH#»±. «ET«*U 4-^nn-3-N- (4-^nn 
7l ^;v) ->f 77^7? Kl lmg (4 1%) *#fco 
[ 0 3 3 81 

1 H-NMR (2 7 0MHz, CDs OD) 5 7. 3 7 (2H, d, J = 8. 9 Hz) 

mSE# 2005-3012247 
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59/ 



, 7. 63 (1H, d, J = 8. 2Hz) , 7. 69 ( 2 H d. J = 8 9 Hz) 7 
9 7 (1H, dd, J = 8. 2 Hz, 2. 3Hz), 8. 0 7 (1H, d, J -2. 3 
H z ) o 

ESiaC/MS^r^^F) 3 0 9, 3 1 1 (M+H + ) ; «*I*N 3. 

1-2-23] _ , /UAJlfa , o o q 




1-1-22 H|B«0«at^fcn#^»^^4 -75 y — 3 — N— (4 - 

1 H-NMR (2 7 0MHz, CDs OD) 8 7. 3 7 (2H, d, J = 8 8Hz) 
7 6 8 (2 H. d. J = 8. 8Hz), 7. 8 0 (1H, d, J = 8. 2 Hz) , 7 
'. 8 8 (1H, d, J = 8. 2Hz) , 8. 0 2 (1H, b s) „ 

isiac/MS^/r^^K) m/z 3 5 3, 3 5 5 (M+H + ) ; «#R* 
ID 3.00^ (^M^^ nvf^7^ 1 ) c 

imMW 1-2-24] 
[0 3 4 3] 
[<b 7 5 ] 




J 3 _ (4-^-2-?no-7x-;v) -N 1 - (2 -fc KD^-l-^f^ 
_i-f-;v) -4-* b^>-^V7^5 K 1) Oil 

5lS;v) -4-^^W77^vti: (±) -2-75;-l-rn;V-^lv» 
ESI aC/MS^N7^F) m/z 4 4 1, 4 4 3, 4 4 5 (M + H + ) 

N [ ^(4^^-2-.nP-7x^ — N 1 — ( ( S ) -l-^Kn W f 
;v-2-^f;V-7-n^V) -4-^>^->~^V7^75 K©11 
[0 3 4 6] 



ffifE# 2005-3012247 



mm 2004-292580 



: 60/ 



[ft7 6] 




gjfcfl 1-2-3 DBCt:E«©«t*tt W»o»f^CN- ( 2 - * u u - 4 - -fu 
^^V) -4->tl>*WV7^ik (S) - ( + ) -2-7^-3-^^7 

ESI aC/MS^tO^-K) m/z 4 6 9, 4 7 1, 4 7 3 (M+H + ) 

-imvm 3. 6 7^ w#^7^-77^-^fti)o 

1 - 3 - 1 ] , 
3 _ N _ (4-7 , n^-2-7^tn7x-JV) -4->Rv4V7?7 

[0 3 4 9] 
Ufc7 7] 




[0 3 5 0] 

X3SA 

5-v77-2-^ V* v^J, 
2-8) 

[0 3 5 1 ] 
[ffc 7 8 ] 

I 

o 



mmm* rjMomm (cas mm^r 



4 0 7 5 7-1 




CN 

6 

ft**! 1 - 1 XSA-CPftLfc 5-7^-2-^ h J* 29. 3 

yi^A^-^-Cftfrbfco #e»*tfcHfr*i, *ET«*U 5-/77-2-^ h* 
•>*«I^JH3. 5g (4 2%) ^#/:» ftl^tl^^ttiiL/:^ 

A^r/^y^^-r^i : i m&mm-?m&^ mi±T%m u 5-^77-2 

-^Hy$Ift^^4. 6g (14%) *#7^o 

2005-3012247 



#® 2004-292580 



^-v : 61/ 



* H-NMR (4 0 0MHz, CDC Is) S3. 9 2 (3H. s) . 3. 9 8 ( H 
s) 7. 06 (1H, d, J = 8. 6Hz), 7. 76 (1H, dd, J = 8. 6H 
'z, 2. 3Hz), 8. 11 (1H, d, J = 2. 3Hz) 0 

ESiaC/MSW-f^-K) m/« 192 (M+H + ) 2. 

f?7h*WV7*?5>*©PII (CASfifttf: 8 9 3 6 6 - 4 1 - 6) 
[0 3 5 5] 
[ft7 9] 

A. 



HO 




6 o 

T»AtliU^ 5 - vT7 - 2 v********* 2 g ?-;v*;v** v 

l«*foom L ^^ 

S! E*ftr^±^TtH*U 6-^^V7^r/il. 3g (6 3%) * 
[ 0 3 5 7 1 

i h-NMR (4 0 0 MHz, DMSO-de ) S3. 8 9 (3H s) , 7 18 ( 
1H, d, J = 8. 6Hz) , 7. 28 (1H, bs) 7.97(1H, b s ) 8 
02 (1H, dd, J = 8. 6Hz, 2. 3Hz), 8. 18 (1H. d, J-2. 3H 
z) , 12. 80(1 H, s)o 

ESI aC/MS^rO'^F) m/ z 196 (M+H + ) ;WFI 0. 
55^ (S«tPa-7^77^*l) o 

f?N- (4-7Dt-2-7^n7x^) -4-^ b^V7^3 F (ft* 

W 1 - 3 - 1 ) tf>Pt& 
[0 3 5 9] 
lit 8 0 ] 




-5^5K) (1. 2 4mmol/g) 2 0 2 m gttiBtiHW:6-^Hr 
HV7^r/t©N, N-WWA75Fii(0. 2 5*;v) 0. 5mL, 

5M) 0 7 5 m L 4 - 7*n ^ - 2 - 7 JV t n 7 - 2 0 m g ?:lra^/:=__ - 
xW^^^WnfV^-^" 1, (MP-»-**-M w (2. 6 

ffifE# 2005-3012247 
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: 62/ 



L>~ # <b *Lfc»fc*W atersttS9 9 6 - 6 O0 n ' 7 ^' 5 ^ / 
-fciix.T^'f (mi c r o m a s sttlZMD) ^tiSU 3-N- ( 

4-?M-2-7**n7x^) - 4 -^^77^n'9mg (2 2%) £ 

ESiaC/MS^f^^K) m/z 3 6 7, 3 6 9 (M+H + ) ; ft** 
m 3.' 145- (Mt^^n- 7 h ^9 7 -f 1 ) o 

S^N- 1 ^, 3 3-Un7x^) _ 4 -^KW77^5K «fc*« 1 - 3 

-2) ©II 
[0 3 6 2] 

8 i ] 




o 

[ 0 3 6 3 ) 

ESI (LC/MS*yf^^K) m/z 3 3 9, 3 4 1, 3 4 3 (M+H ) 
; 3. 2 4^(»7nvf^77^^ffl)o 
[0 3 6 4] 

3^(4-^0-2, 5-^^v7x^) -4-*h*WV7***K 

Wb^W 1 - 3 - 3 ) ©II 
[0 3 6 5] 
[ft8 2] 




r 0 3 6 6 ] 

1 - 3 - 1 IS C KEfcOMtif « n*0»f^t? 6-^^>^V7^r/ 

Jsi (LC/MSm^*-K)m/. 3 6 5, 3 6 7 (M+H+) iffiW 
M 3. 09)> ^77^ 1 ) o 

[0 3 6 7] 

1-3-4) ©SOI 
[0 3 6 8] 



mfiE# 2005-3012247 
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63/ 




^eIi (LC/MS^.^F) m/z 319, 321 (M+H+) ; «** 
fg| 3. 2 3fl-(*aW^^97-f-0*fl : l) o 
[0 3 7 0] 

% 1 - 3 - 5 ) OSSljfi 
[0 3 7 1 ] 
8 4 ] 




O 

9 — % 1 i 7 )V ± n * f^y7"'J >" 'd^ L /c o 
ESI (LC/MS^f^^-F) m/z 3 5 5 (M+H + ) ;WFI 3. 

2 2 5> (S»D7^7 7^ -OffefK) o 

7^7? F (ffr&W 1 - 3 - 6 ) com^t 
[0 3 7 4] 




O 

ESI (LC/MS*yrO^F) m/z 3 2 5 (M+H + ) , VkWft® 3. 
2 1 # (ia$#^v h ^9 7 -f 1 ) o 

[0 3 7 6 ] 

i - 3 - 7 ] ...... . q 7 n ^ 



[0 3 7 7] 



m«E# 2005-3012247 
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64/ 




^ 6 O 

ESI (LC/MS*yr^^F) m/z 3 0 5, 3 0 7 (M+H + ) ; fttttt 

m : 2. 9 5^- (saft^ovb^??^-^!) o 

[0 3 7 9] 

7? k (jb^ti i - 3 - 8 ) <nmsk 

[0 3 8 0] 




^Mfii i - 3 - i ii c \zwsm<nmit>& t mm<o&ft-? 6-^*wv7^5> 

ESI (LC/MS*yrO^-F) m/z 3 5 7 (M+H + ) , ##B#IS 3. 
1 9 CmMWifc? u-r Y??7J -(DM* 1 ) o 
[0 3 8 2] 



3S 



[0 3 8 3 ] 
Ufc 8 8 ] 




O 

my a y vy — A — f 5 y-frh L 0 

ESI (LC/MSm-f^-K) m/z 311 (M+H + ) ; «#I*P! 3. 

1 0^5- (^aw^^^^-w^fti) o 

[0 3 8 5] 

4 if^t-3-N- ] (2-^^v^— *) ^V7^IK Ml-3-10 
) 

[0 3 8 6] 



miE# 2005-3012247 



#11 2004-292580 



^-y. 65/ 




6 O 
[0 3 8 7] 

ESI (LC/MS^TO't-F) m/z 301 (M+H+) ; ftftttM 3. 
53^ n-r > ^57 -co^fr 1 ) o 

[0 3 8 8] 

1-3-11) 
[0 3 8 9] 
[4k 9 0 ] 




O 

Attn 1-3-118C eB«o«t*tt ra*<w*«^ e-^^^^^r/ 

ESI (LC/MS#yf^*-K) m/z 3 19, 32 1 (M+H ) ; 

M 3. 98^ nv^77^ 1 ) o 
[0 3 9 1 ] 

mmm l-3-12] uvs^m i Q i 9 

) O^^t 

[0 3 9 2] 

lit 9 1 ] 




6 O 

ESI (LC/MS*yf^?-F) m/z 2 8 9 (M+H + ) ; #8M*W 2. 
7 3^ f^77^ 1 ) 

3) WliHt 
[0 3 9 4] 



ffiiE# 2005-3012247 



#JSf 2004-292580 



^-v : 66/ 




o o 

ESI (LC/MS^r^^-F) m/z 313 (M+H ) , fitttttm 2. 
8 0^ (W^n-7F^5 7^«D o 
[0 3 9 6 ] 

) <^^iS 

[0 3 9 7] 
{it 9 3 ] 




^ i - 3 - 1 ig c itztmom^m t mm^m^ 6->^wv7^?> 

ESI (LC/MS^rO*^F) m/z 3 4 9, 3 5 1 (M+H ) . «H« 
M 2. 955" ^^77^ -O^fr 1 ) o 

[0 3 9 9] 

1-3-15) o*at 

[0 4 0 0] 
[ft 9 4] 




6 o 

^wj i i 3 - 1 xs c mm<DMikif& t mrn^m^ 6-^*wv7^$> 

ESI di/MS#ytf^-K)m/. 317 (M+H+ ) ; MM 3. 
0 2^ (^MW^ 13 " 7 ^77^ -O^fM) o 
[0 4 0 2] 

5 K 1-3-1 6 ) Oil 

[0 4 0 3] 

ffifiE# 2005-3012247 
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^-v: 67/ 




ESI (LC/MS^r^^K) m/z 3 7 3, 3 7 5 (M+H + ) ; AM 
HQ 3. 3 0f («^ 7 ^"77^-##Do 
[0 4 0 5] 

?§K (ft^ 1-3-1 7 ) £>fWt 
[0 4 0 6] 
[ft 9 6 ] 




iM--!'nn-4-7*tn-5-^W^r/^^iLf;. 

ESI (LC/MS^fO^-F) m/ Z 3 3 7, 3 3 9 (M+H+) ; ft*** 
ffl 3. 2 1^ («^nvf^7 7^-^ftl 

3_ [ 5-^(3r 3 5-^U->7— ^) -4^KW77^?F «K*«l-3 

-18) Oil 
[0 4 0 8] 
[Ifc 9 7 ] 




gtifcff ? - 3 - 1 ISC fce*W>Wfc*fife t RH*©*ffrC 6-^*WV7^?> 
ESI (LC/MS^^7'^F) m/z 331 (M+H + ) , ^BfFel 3. 

[0 4 10] 

4 [ ?*! J i">-3-N- (4-7x^v7x^) ^77^75K 1 - 3 - 

1 9 ) ^« 

ffifE#2 005-3012247 



mm 2004-292580 



^-v : 68/ 



[0 4 11] 
Ut 9 8 ] 




ESI (LC/MS*4rO^-K) m/z 3 6 3 (M+H + ) ;«FI 3. 
[0 4 13] 

- 2 o) omit 

[0 4 14] 
Ht9 9] 




ESiaC/MS*-f<^-K) m/z 2 9 9 (M+H+) ; «»»■ 3. 
[0 4 16] 

1-3-21) ©St 
[0 4 17] 
[4b 1 0 0] 




ESKLC/MS^f^^F) m/ Z 3 3 9 (M+H + ) 3. 
[0 4 19] 

1-3-22] , 

3_ N _ ( 2 , 3-ytFn^/[l, 4] y«y>-6-^v) _ 4 -^h*v 

2005-3012247 



#11 2004-292580 



69/ 



/f V 7 ^ 7 ^ F 1-3-22) OftS 

[0 4 2 0] 




mt2 3-yKKn^>V*[l, 4] W»-6->f^75>*^JStfco 
ESI (LC/MS*vf.^-F) m/ z 3 2 9 (M + H + ) ;Wfl 2. 

[0 4 2 2] 

[0 4 2 3] 
[£10 2] 




mm i-3-iiic ^m^mmum t mnomt-c 6-^*wv7^5> 

ESI (LC/MS*yt^^F) m/z 2 8 5 (M+H + ) ; «#l#m 
4 9 * (flsatifrfc* n-r h^77^ -<dM% l ) o 

[0 4 2 5] 

\$kWfa 1-3-24] „ _ ^ « /yu/vji 

3 _ N _ (2, 4-y7iVtD7x^) -4-^^y^V7^7^ 

3-24) COM^fi 
[0 4 2 6 ] 
[£103] 



3 . 



1 - 




2 4-y7JViD7-r/^^i^^ 
ESI (LC/MS^7^*-K) m/z 3 0 7 (M+H + ) ; 2. 
7 9* (iSM^fr^ D7f?*77^ -(Dgzi* 1 ) o 
[0 4 2 8] 

3 [ ?N W1 (3-If^7xc;V) -4^^W77^;F 

5) <om& 

ffi§E# 2005-3012247 
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^-v: 70/ 



[0 4 2 9] 
1 0 4 ] 




O 

1-3-lIiC k El«fc«>*fl^ 6->h*WV7^5> 

ESI (LC/MS^r^^F) m/ Z 2 9 5 (M+H + ) ;WI 2. 
8 9^ (W^a- 7 ^^?^-^!) o 
[0 4 3 1 ] 

Mfem-3-2 6]_ (3 _ hlJy;V ^ n ^ f . ;V:7jt ^ ;v) ^V7^U' 

1-3-26) <7)M 
[0 4 3 2] 
[ftl0 5] 




B3 b u ^kijTji/fn^fJVT-'J^ii^ 'pit b ?t o 

E SKLC/MS^r^^F) m/z 3 3 9 (M+H + ) ! WFI 3. 

[0 4 3 4] 

[S&fcfll 1-3-27] _ 

3_ N _ ( 3 -^nn7x-;V) -4-^^W77^5F (Ml-3-2 7 

) ©lit 

[0 4 3 5] 
[ft 1 0 6 ] 




O 

WJ 1 - 3 - 1 IS C ClBt^lI^ffi t ^«©f^-e 6 - ^ h^WV7^?5> 

ESI (LC/MS^f^^F) m/z 3 0 5, 3 0 7 (M+H + ) ; *JW 
M 2. 9 0# ^77^ -OfefM) o 

[0 4 3 7] 

? 5 K <,VC&® 1-3-28) <DWk$L 
[0 4 3 8] 



ffiIE# 2005-3012247 
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^-v: 71/ 




ESI (LC/MS*yfO*^F) m/z 3 5 7 (M+H + ) , flMWIB 3. 
1 9 ft (.fSi&ftfc? h "7 -CO^ 1 ) o 
[0 4 4 0] 

3-29) Oi^t 
[0 4 4 1 ] 




t - 3 - l ISC KB«o«S^ k ra*o»f^r 6 -^^77^r/ 
III (L^/MS*y^«-W m/z 331(M + H*);»™ 2. 

1-3-30) <Dmt 

[0 4 4 4] 

Mb 1 0 9 ] 




ESI (LC/MS*"vfO^F) m/z 3 4 3 (M+H + ) , iSS^M 2. 
92^ (gltl^n-? h ?y 7 4 -<D4kVr 1 ) o 
[0 4 4 6] 

immm 1-3-31] 

ffifE# 2005-3012247 
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^-v: 72/ 



1-3-3 1) COM 



[0 4 4 7] 




>- ? - 7 5 ; - 5 - ^ n n - t: 'J y Lfco 

ESI aC/MS^^-F) 3 0 6, 3 0 8 (M+H+) ; 1**1*111 2. 
[0 4 4 9] 

4 C **?^-3-N- (4->-;;V) -fV7^7? F (Ml-3-3 2) Oft* 
[0 4 5 0] 

Mb i i i ] 




ESI (LC/MS^f^^-K) 2 8 5 (M+H + ) ; ftttttlH 2. 77r>( 

S5jStS#^ P7^77^ - CO^fr 1 ) o 

[0 4 5 2] 

[Hifetfl 1-3-33] __ , ( . 

% 1 - 3 - 3 3 ) <7)$>Bi 
[0 4 5 3] 
HU12] 

I 

'"TO** 

itffl i-3-iisc tBftow^ffi t mm^m^ 6->kwv7^?> 

ESI (LC/MS^yf^'^-F) 315 (M+H + ) ; «*3rJ$WI 2. 7 9^( 
ift}S$C#^ n-7f757^ - co#b# 1 ) o 
[0 4 5 5] 

4 _> >*~>-3-N- (3-* f^>-5-HJ7;vtn^f;V7x^) A J V 9 
7? K 1-3-34) COM 

miiE# 2005-3012247 
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[0 4 5 6] 
Htl 1 3] 




my 3 — j ^y_5-pj7JVto^f >fr h&$< Ltz 0 

ESI (LC/MS*yf^^-F) 3 6 9 (M+H + ) 3. 1 7t> ( 

[0 4 5 8] 

mmm 1-3-35] „t^H*, -, 

3-N- (2, h*->7x-;w) -4->b*WV7^75? (>ffc#W 1 - 

3-35) 
[0 4 5 9] 
[4t 1 14] 




«f u i-3-iiic KiamwSHfcfrtfc ra*o»ft-e e-^^^^^r/ 

ESI (LC/MS#Vf^*-K) 33 1 (M+H + ) ; ttttrttH 2. 7 7fr( 
iHWnvb^7 7^-^l) o 
[0 4 6 1 ] 

[HJfefll 1-3-36] „ - ^ « //u^a, 

1-3-36) coMM 
[0 4 6 2] 
[ <b 1 1 5 ] 




ESI (LC/MS^r^^-F) 3 19, 32 1 (M+H + ) ; «JWM 3. 
1 8 73- (gilWD7^7 7^«D o 
[0 4 6 4] 

r fi&i y ^^i} i 3 2 7 ] 

3-N- (2-^n-5-^ Kv7x^) -4-> b*WV7^5? K 

ffiSE# 2005-3012247 
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^-v: 74/ 



1-3-37) 

[0 4 6 5] 
[4b 1 1 6 ] 




HEtt^ 1 - 3 - 1 XS C n#<0»ffe 6-^*WV7*75V 

ESI (LC/MS*4.7'^K) 3 3 5, 3 3 7 (M+H+) ; ft*l*m 3. 

0 6 3- vr??* -o^fr i ) o 

[0 4 6 7] 

imMM 1-3-38] ... . o n o 

f^-3-N-t7^>-l-^->fV7^5 H (tt^ 1-3-3 8 

) CD$&3£ 

[0 4 6 8] 

[ftin] 




ESI (LC/MS*yf^^-K) 321 (M+H + ) ; TOWN 2. 9 0* ( 
[0 4 7 0] 

COM 

[0 4 7 1 ] 
[it 1 1 8 ] 




ESI (LC/MS^f-f^-K) 3 2 2 (M+H+) ;iW 2. 9 3*( 

^«#^n-7b^9 7^-<7)#:#5) ° 

[0 4 7 3] 

3-40) OSHt 

ffil£# 2005-3012247 



mm 2004-292580 



s<-*j : 75/ 



[0 4 7 4] 

m 1 1 9 1 




ftttfl 1-3-lHC k m**>*fl^ 6-^^rWV7^r/ 

ESI (LC/MSm-f^-K) 3 10 (M+H+) ; ftttttH 2. 4 4* ( 
[0 4 7 6 ] 

[«fU 1-3-41] , ( ,^ § 

1-3-41) OSHI 
[0 4 7 7] 
Htl 2 0] 




i - s - 1 use ^ia«©»»*ft t mmom^ 6 -^kwv7^5> 

ESl (LC/MSlvr^^F) 3 8 3, 3 8 5, 3 8 7 (M+H+) ; 
3.39* nv>^77^ 1 ) o 

[0 4 7 9] 

1-3-42) £>Sfcii 
[0 4 8 0] 
Mb 1 2 1 ] 




Ell (LC/MS^f^^F) 3 8 3, 3 8 5, 3 8 7 (M+H+) ; fftt» 
} 3. 3 6^ maf^n-7h^7 7'f-^*frl) o 
[0 4 8 2] 

mSE#2 0 0 5-3 0 1 2 2 4 7 



#HI 2004-292580 



^-v : 76/ 



5 K Offc-frW 1-3-43) (DWkM 
[0 4 8 3] 
lit 1 2 2 ] 




gftf, i - 3 - i c ft mmnm?'? e-^*wv7^^ 

ESI (LC/MS^f^^F) 3 7 3, 3 7 5 (M+H + ) ; «*M*W 3. 
4 7^ G!5«#^u-7 b^57-f -<7)^D o 
[0 4 8 5] 

mnm 1-3-44] ^^^-7*^^ 

©1-3-44) OSHjt 
[0 4 8 6] 
lit 1 2 3 ] 




ESiaC/MSm-f^-K) 3 2 3, 3 2 5 (M + H+) ; «*l«m 3. 
0 9 55- (H&&ifc#* * v > ^9 7 - W^fr 1 ) o 
[0 4 8 8] 

- 4 5) <DM&. 
[0 4 8 9] 
Mb 1 2 4 ] 




ESI (LC/MSW-f^-F) 4 2 7, 4 2 9, 4 3 1 (M+H ) , UWW 
3. 4 2^(I»n7f^77^0^l) o 

[0 4 9 1 ] 

1-3-46] 

ffiIE# 2005-3012247 



mm 2004-292580 



s<-V : 77/ 



3 _ N _ ( 2 , 4-^OD7x^) -4-^ b*WV7*95 K (Ml-3 

-46) CDftil 
[0 4 9 2] 
Mb 1 2 5 ] 




ESI (LC/MS^ff^-K) 3 3 9, 3 4 1, 3 4 3 (M + H+) ; ftttft 
[0 4 9 4] 

4 K *K^3-^t7^.-2-^V^V7^ 5 F (ft*»l-3-4 7 

) 

[0 4 9 5] 
Ut 1 2 6 ] 




O 

1-3-1I1C |WJ#0»#T 6 -^^fW77^r/ 

ESI (LC/MSm-f^-K) 32 1 (M+H + ) ; ffi^PQ 3. 1 0* ( 
T^MWlW? n-7^"77^ 1 ) o 

[0 4 9 7] 

[*i&^!ll-3-4 8] i.*-vvw-7* 
3_ N _ (2 _^n^-4-h i ;7;V^n^ l<*V7x^) _ 4 -^^y^7^ 

55K 1-3-48) tf>*Ht 

[0 4 9 8] 
Hfcl2 7] 

I 

O 

gttff 1 - 3 - 1 ISC t:|B«©W^ t n#«>»^T 6-^>*WV7f?5> 
it 2-7 , n^-4-HJ7;v*^^y7^'J >*<b£-&Lfco 

ESI (LC/MSm-f^-K) 4 3 3, 4 3 5 (M+H + ) KWWM 3. 
62* (illWnvh^*7 7^^l) o 
[0 5 0 0] 

3*f Jl (5^4^^Jyy--2-^V) - W f^W77^U« 

miE# 2005-3012247 




#11 2004-292580 



^-v : 78/ 



[0 5 0 1 ] 

Htl2 8] 




Ell ac/is^^*-K) 3 5 0, 3 5 2 (M+H+) ; «**N 2. 

8 6^ yr^jj -<r>%fa i ) o 

[0 5 0 3 ] 

mmm 1-3-50] 

[0 5 0 4] 
Hb 1 2 9 ] 




o 

^ 5 ! 3 _ 1 xe c t RH*©*fe-e 6-^^v7^r/ 

KSI(LC/MS#V^^-K) 3 2 2 (M+H+) ; 2. 4 2* ( 

ffijK&fr* 07^*77^ - 1 ) o 

[0 5 0 6] 

[0 5 0 7] 
[ftl3 0] 




[0 5 0 8] 

f?f Ty _2-> f^>$l»il (CAStift: 8 4 9 2 3 - 7 1 - 7) 
[0 5 0 9] 

Hb i 3 i ] 



HO. 



^CN 



[0 5 10] 



ffiSE# 2005-3012247 
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^-v : 79/ 

m w,™ 1 - 3 - 1 UmA^nhlttz 5-*sTS-2-* h^y^MK^ 2 f J 1 
4 W^>2 8mLI«U 2. 5 ***BMfc* > A*** 2 1 m L*Jnx 

»ET*a*U 5-v7;-2-n^ifil. 6g (87%) *#fco 

i l H-NMR (400 MHz, DMSO-de ) 53. 91 (3H, s) , 7 3 2 ( 
1H d j = 8 . 8Hz), 7. 9 8 (1H, dd, J = 8. 8 Hz, 2. 0Hz) , 
8 . 0 2 ' ( 1 H , d, J -2. 0 Hz) , 13. 15 (1 H, s) o 

ESiac/MS^r^^-F) m/z 178(M+H+); 1 

^f T y-N- (4-HJ7W^^->-2-^n7x-;V) _ 2 -^h*-> 

[0 5 13] 
[ft 1 3 2 ] 




VA75K16«Lt^on^>18mLi:j|*U OlCfcfcSlLfco 
kft**4u*0. 5 4mL^Lf^^ »T? 2 . 7B#M#L7^ 0 R^^ 

_f;S?^V>0. 95ghN, lmLt^7 
t Kn 7 9 > 2 OmL(«L», rh?KKn7?>l 0 m L JB^jnix. fco £ 

7A^n-7f777^-t:i»)M^^>W«^ Ltffi«L, 5 -/77 
N _ ( 4 _pj7;vtn^h^y-2-?nn7x-JV) - 2 h *l"<-yxT * F 1 

. 3 7 g (9 0%) Srfcfco 

i l S-NMR (4 0 0MHz, DMSO-de) 54. 13 (3H s) , 7. 48 ( 

2H d J = 8. 8 Hz) , 7. 7 5 (1H, d, J =2. 1Hz) , 8 0 9 ( 1 H 

dd, jig. 8Hz, 2. 1Hz) , 8. 30 (1H, s) , 8. 37 (1H, d. 
J = 8. 8Hz), 10. 41 (1H, s) o 

ESiaC/MS^r^^K) m/z 3 7 1, 3 7 3 (M+H+ ) ; «*F V* 
m 3.543- (M a v > 7? 7 4 -tOjkft 2 ) o 

[0 5 17] 



m«E# 2005-3012247 
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^-v: 80/ 




*»«l-l-HSEfcPI*©*^ IgB-e#^/:5-v7;-N- (4-h 
y7Wo^ F^>-2-^n7x^) -2-* h*^>*7S K^^L* 0 
1 H-NMR (4 0 0MHz, CDs OD) 5 4. 19 (3 H, s) , 7. 33 1H 
d J = 8 8 Hz) , 7. 3 5 (1H, d, J = 8. 8 Hz) , 7 5 0 (1 H , a 
) 8 12 (1H, dd, J = 8. 8Hz, 2. 4Hz) , 8. 64 (1H, d, J = 
8'. 8Hz) , 8. 72 (1H, d, J = 2. 4Hz) o 

ESiaC/MS^f-f^-K) m/z 3 8 9, 3 9 1 (M+H + ) ) fcWtif 
m 3. 46^ ^77^ -<D&Vf 1 ) o 

[^Ji« 1 - 4 - 2 ] 

3 _ N _ (2-^nt-4-h'J7)i/tn^f;v-7x-;v) - 4 > 7 "7 

[0 5 2 0] 
[-ft 1 3 4 ] 




i i - 4 - 1 m b is x zrxrn c [zmm<DMMiom t ra»ot»^"c 5 - r y - 2 

ESiaC/MS*yf^^F) 4 17, 419 (M+H + ) ; ftttttM 3 . 5 
2 (IftJfcifclfc* b^97>f 1 ) 

[0 5 2 2 ] 




[0 5 2 3] 

mm i-4-ii8B*i vim c Kta«oM2f& ^ ra#o»f^T? 5 - v r y - 2 

_ * 2-757-5->'J 7;v* n^f y>*^«Uo 

ESI (LC/MS^f-f^-K) 3 4 0 (M+H + ) ; ftttR»N 3. 02^ ( 

[0 5 2 4] 

immm 1 - 4 - 4 ] 

miiE# 2005-3012247 
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^-v : 81/ 



3 _ N _ (3 _ 7 ^^-t''jyy-4-^V) -4-^*WV7^75F©«l 

[0 5 2 5] 
[4t 1 3 6 ] 




gjfcff 1-4-lIiBSi tfXg C HSB«W*ac*fe k RH*©*fl^ 5 - v T / - 2 
"esT aC/Ssi^^*-F) 3 5 0, 3 5 2 (M+H + ) ;«WH2. 0 
[0 5 2 7 ] 

[HMflJ 1-4-5] , „ ^ _ , 

[0 5 2 8] 
1 3 7 ] 




imm 1-4-1 igB* j: troic Kmm^m^m t m&omp? 5-/77-2 

~Es! ac*Ss#y^^-V) 3 3 2 (M+H + ) i 1RMIWX 2 . 94* (IS 

D7f^77^ - <75^# 1 ) o 
[0 5 3 0] 

miMn i - 4 - 6 ] „ ^ 

[0 5 3 1 ] 
1 3 8 ] 



s-V Tl 

/ if 

rv N 0 





[ 0 5 3 2 1 

mmm 1 - 4 - 1 isb 43 * ran c i:E«©st^ffi t 5 - r 7 - 2 

E liaC/MS0r^^F) m / Z 3 2 8 (M + H + );f» 2. 

7 7^ (issaw 3 ^^??^-^!) o 

[0 5 3 3 ] 
[0 5 3 4] 

ffifE# 2005-3012247 
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: 82/ 



Hfc 1 3 9 ] 




? i 4 - i ubb * ± rase ra*«>*fi^ 5 - ->T J - 2 

ESI (LC/MS^f^t-K) m/z 319 (M+H + ) . 2. 
[0 5 3 6 ] 

4?57^i7- [ (E) -2- U-M;7**n*h**7^A0 ^ *< 
y XT 5 K (^tl 2 - 1 - 1 ) *>«3i 
[0 5 3 7] 
[ftHO] 



F^ 




O 

[0 5 3 8] 

If A 
4 -yn^- 

[0 5 3 9] 
m 1 4 1 ] 



h ^^-2- [ (E) -2 - (4-PJ7;VtO^ h**?*-* 



_ F 
F^O 




*# • 25016-01-7) 0. lg fcin*-*:.. RKI^t^sfit 6 BfWtt^L*. 

^n^^y7x-JV) e-^] ^>15 2mg (8 8%) fcfvfco 

^H-NMR (4 0 0MHz, CDC Is) * 3 . 8 7 (3H, s) . 6. 7 7 (1 H 
d. J = 8. 8Hz) , 7. 05 (1H, d, J-16. 1Hz) 7 1 9 (2 H 
d, J = 8. 3Hz) , 7. 34 (1H, d, J = 16. 1Hz) , 7. 34 (1H, d 
d J = 8. 6Hz, 2. 4Hz) , 7. 52, (2H, d, J = 8. 8Hz) , 7. 6 

mtE#2 005-3012247 



#11 2004-292580 



^-y : 83/ 



7 (1 H, d, J =2. 4H z) o 
[0 5 4 2] 

E IMS m/z 372. 374 (M + )o 

f?7"h**-3- [ (e) — 2 — (4->^7;vtn> h ^v--7^-;v) 

[0 5 4 3 ] 
[ft 1 4 2 ] 




_^ hif ., > _ 2 - [ (E) -2- (4-MJ7;v*n> b^v?*-*) t^*] 

i l H-NMR (4 0 0 MHz, CDC 1 s ) * 3 . 9 5 (3H, s) , 6 9 4 ( 1 H 
, d, J = 8. 8Hz) , 7. 09 (1H. d. J = 16. 6Hz) 7 21 (2H 
' d , jig. 8Hz) , 7. 33 (IH, d, J = 16. 6Hz) 7. 54 ( H d 

J = 8. 8Hz), 7. 55 (IH, dd, J = 8 . 8Hz, 2. 0Hz), 7. 83 
' (1 H, d, J = 2. 0 H z) o 
[0 5 4 6] 

E IMS m/z 3 19 (M + ) o 

737].^.>-3- '[ (E) -2- (4-h'J7Wn^ ^y-7x-;^) if-*'] 
«>XT 5 F 2 - 1 - 1 ) <7)WIWk 




-3- [(E) -2- (4-f'j7Wnn^>-7x^) tf^;V] > 
[0 5 4 9] 

i h-NMR (400 MHz, DMSO-de ) S3. 92 (3H, s), 6. 9 3 ( 
IH d J = 8. 8Hz) , 7. 1 7 (IH, d, J = l 6. 6Hz) , 7. 2 0 (2 
H d J=8. 5Hz) , 7. 41 (IH, d, J = 16. 6Hz) , 7. 55 (2H 
, d, J = 8. 8Hz) , 7. 70 (IH, dd, J = 8. 8Hz, 2. 4Hz) , 8. 
0 9'(1H, d, J = 2. 4Hz)o 

isiaC/MS^fO^F) m/z 3 3 8 (M+H + ) ; «#WM 2. 
9 1^ (|iff^n-7f^7^-^tt2) o 

N C f5^n^^;l-4-^ h**s-3- [ (E) -2 - (4-h'J7*^ 

ffiiE# 2005-3012247 
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84/ 



[0 5 5 1 ] 
Hb 1 4 4 ] 



2 - 2 - 1 ) fiO 



Kit 




[0 5 5 2 ] 

[0 5 5 3 3 
[ftl4 5] 




i^Tv^A^L7-o **«tl«^Att^ ft«^>PT?*#Lfeo 

, (>^m 00 g) i:i«SxfWVA^/20tl^f» 
ikLTJlv^WU W>**-3- [ (E) -2-(4->nWn>KV7 
x^;v) t?~;V] ftl,«^^5. 5g (9 0%) Zfttio 
[0 5 5 5 ] 

i h-NMR (400 MHz, CDCls) 8 1. 41 (3H, t 
3. 95 (3H, s) , 4. 39 (2H, Q » J = 7. 1Hz) , 
j = 8 . 6Hz) , 7. 17 (1H, d, J = 16. 6Hz) , 7 
J = 8 8Hz) . 7. 4 1 (1H, d, J = l 6. 6Hz) . 7. 



6 



J = 7. 1 H z) 
. 7 9 (1 H, d 
2 0 (2 H, d, 
6 (2H, d, J 



= 8 . 8 H z) , 
H, d, J =2. 



7 . 9 7 

4 H z) 



(1H, d d, 



J = 8. 6Hz, 2. 4Hz) , 8. 2 7 (1 



ISiaC/MS^N^Flm/z 3 6 7 (M + H + ) ;«1 4. 
f^fh^v-3- [ (E) — 2 — (4->'J7^ ^v7x^) ft 



[0 5 5 7] 



ffiiE# 2005-3012247 
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^-v : 85/ 



m 1 4 6 ] 




X»a4»1*L^4--* [ (E) -2 - (4->'J7^ b^7x 

-J) |*A*****4. 5g ^^-H0mLi:«U 2 0%*JMt* 

yVA7K»*16mL*Jn^fc- :«sot;t2WU:f, ^^ftS 
0 ; ?*JSm6 0mLMv,pH**3»=PilL^ 

, SRft-Hl«ETft»U 4-> b**-3- [(E) -2 - (4-hV7;V*n 
^b*'>7x-^) tf-*'] ^Ift4. 1 g (9 9%) fcfcfco 

i'h-NMR (4 0 0MHz, CDCh) 53. 98 (3H, s) . 6. 97 (1H 
d T = 8 8Hz) , 7. 1 9 (1H, d, J = l 6. 6Hz) , 7. 2 1 (2H 
d 1^8 3Hz) ! 7. 42 (1H, d, J-16. 6Hz) 7 5 7 (2 H d 
, J =8. 3Hz) , 8. 0 4 (1H, dd, J = 8. 8Hz, 2. 1Hz) . 8. 3 4 
' (1 H, d, J = 2. 1 Hz) o 

E l S? 6 aC/MS*vr^^F) m/z 3 3 9 (M+H + ) iW&l 3. 
883- (Sa»^n-7h/57^-0*ttl) . 

#3^n^y^;v-4-^ W-3- [ (E) -2- (4-h'J7^ 
^/XT5K Gffr&%2-2-l) oil 

[0 5 6 1 ] 
lit I 4 7] 




1-2-2 isc K&wt.wfi& t mm<Dm^\ mnm 2-2-1 xp-c#<b 

*,^->h**-3- [(E) - 2- 
[0 5 6 3 ] 

1 H-NMR (270 MHz, CDsOD) * 1. 5 2 - 1. 72 ( 4 H , m) , 1. 

7 2 - 1. 8 8 (2 H, m) , 1. 98-2. 11 (2H, m) 3 . 9 5 ( 3 H, s) 
4 2 5 - 4 4 0 ( 1 H, m) , 7. 06 (1H, d, J = 8. 6Hz) , 7. 26 

(2H d, J = 8. 9Hz) . 7. 28 (1H. d. J - 16 9H z ) 7 4 9 ( 
1H, d, J-16. 9Hz) , 7. 64 (2H. d, J = 8 .9Hz), 7. 77 (1 
H, dd, J = 8. 6Hz, 2. 3Hz), 8. 13 (1H. d, J = 2. 3Hz) Q 

ESI 6 aC/MS^N^-F) m / Z 4 0 6 (M+H + ) ;W1 3. 

8 9^ (W^n7^77^-«3) o 

4 [ ?r/r>-N-W 3 - [(e) - 2 - 

) -tf-;v] -^>X7 5 K 2 - 2 - 2 ) tf>$H£ 

[0 5 6 5] 

ffifE# 2005-3012247 
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: 86/ 




imm 1 - 2 - 2 isc r^m^m t mm^rn^, nmm 2-2-1 is b t?# & 

>*v-3- [ (E) -2- (4-PJ7^n^Ry7x^) 
[0 5 6 7] 

1 H-NMR (270 MHz, CD3OD) S2. 92 (3H, s) , 3. 96 (3H 
s) 7 0 8 ( 1 H, d, J = 8. 9Hz), 7. 26 (2H, d , J = 8. 5Hz 
) ,V. 26 H d J = 16. 8Hz), 7. 4 9 (1H d. J = 1 6 8H z 
) 7. 6 3 (2H, d, J = 8. 5Hz), 7. 7 6 (1H, dd, J -8. 9 Hz, 
2. 3Hz), 8. 12 (1H, d, J = 2. 3Hz) 0 

E l SiaC/MS*vf^^K) m/z 3 5 2 (M+H + ) iTOfl 3. 
4 0^ b^9 7>f -o^#3) o 

N C ??;i:!:5Uv-3- [(E) -2- (4-hV^n^*^^ 
) -tf-;v] ^yX75K 2 - 2 - 3 ) «I1 

[0 5 6 9] 
1 4 9 ] 




ife^J 1-2-2ISC KfilKO^tt WI«IO*ftT? 4-^^rV-3 - [ (E) - 2 

1 H-NMR (2 7 0MHz, CDs OD) * 1. 2 4 (3H, t, J = 7 2Hz) 
, 3. 42 (2H, q, J-7. 2Hz) , 3. 96 (SH s) 7 . 07 (1H. 
d, J = 8. 6Hz), 7. 26 (2H, d, J = 8. 6Hz , 7. 27 H, d, 
J = 16. 5 Hz) , 7. 4 9 (1H, d, J = 16. 5 Hz) 7. 6 4 ( H d. 
J = 8. 6Hz), 7. 77 (1H, dd, J = 8. 6Hz, 2. 3Hz), 8. 13 ( 
1 H, d, J = 2. 3 H z) o 

ESiaC/MS^fO'^F) m/z 3 6 6 (M+H + ) 3. 
5 5^ (|«$^n-7K7 7^^#3) o 

K^l^lvi-A-tY^-S- [ (E) -2- (4->V7Kn^^ 
y^-iv) -^>X75 K (4h^%2-2-4) <0®dt 

[0 5 7 3] 



UifE#2 005-3012247 
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^-y. 87/ 




3cJ 



. 5 9-0. 

( 1 H, m) 
5 (2H, d 

(1 H, d, 



. 6 4 

Hz) : 
[0 
E S 

4 - 



( 1 H, d d, 



7 0 
, 3 

, J = 9 
J = 1 6 
J = 8. 



0 . 

s) 



Jmm 1-2-2 igc«i«o*ft fc ra**>*frr\ 2-2-hsb e»e> 

^4-^ [ (E) -2- (4-HJ7^n^ h**?*-*) fc^v] 

t ~> ? V ~?U \£JUT 5 y L /Co 

[0 5 7 5 ] 

1 h-NMR (2 7 0MHz, CDs OD) 8 
76- 0. 89 (2 H, m), 2. 78-2. 9 
, 7. 0 6 (1H, d, J = 8. 6Hz) , 7. 
. 2 6 (1 H, d, J = 1 6. 5Hz), 7. 4 
(2H, d, J = 9. 0Hz) , 7. 7 6 
, 8. 1 1 (1H, d, J = 2. 3Hz) 
5 7 6] 

I (LC/MS^yf^^-F) m/ z 

1M2-2-5] ..so 
>h*~>-N- (l-^^^-7°^) -3- 



(2 H, m) , 
9 5 (3 H, 
0 H z) 
5 H z) 
6 H z , 2 



l/z 3 7 8 (m+h + ) ; uwwm 3 



[ (E) - 2 - (4 - h 
5 2-2-5) <D9Hk 



[0 5 7 7] 
Kb 1 5 1 ] 




ttifcfl 1-2-2 XfiC Kl|B««)*ftfc W»«>»^^ **« 2-2-1 IfiB tH fe 
^* 4 _> [ (E) — 2 — (4-HJ7Wn> ^->7x^) 

2-757-1-^ F^y7^ ^*f>^L/Co 

[0 5 7 91 oo/o^^q 
i H — NMR (270 MHz, CDs OD) SI. 48-1. 80 (2 H, m) , 6. 
38 (3H s), 3. 40-3. 56 (2 H, m), 3. 96 (3H, s) , 4. 10 
!I.25(1H; m) , 7. 08 (1H. d. J = 8. 8Hz) , 7 2 6 (2 H d 
5Hz), 7. 28 (1H, d, J = l 6. 9 Hz) . 7. 49 (1H, d, 
9 H z) , 7. 6 4 (2 H, d, J = 8 
8Hz, 2. 3Hz) , 8. 15 (1H, 
8 0] 

. (LC/MS^f-f^-^) m/z 
7 2* dSlWn-7F^7^-»*ft3) o 

[»f!l2-2-6] 

N- [2- (2-fc Fn^vxh^v') -^f-^] -4-* h^v-3- L (E) 
_ (4 _^nn-7^;v) -i£~;v] -^T5K (4b^ 2 - 2 - 6 ) 
[0 5 8 1 ] 



, J = 8 

J = 1 6 
J = 8 

[0 5 

E S I 



5 H z) 



7 . 7 9 

3 H z) 



( 1 H, d d, 



4 2 4 (m+h + ) ; ^wnm 3 



- 2 



mmm 2005-3012247 
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.OH 



ES I aC/MS*-yr -f^-K) m/ z 4 2 6 (M + H + ) iWFI 3. 

3 M [ M (E)-2- ] (4-^n7x^) -4-^^-^75F ( 

2 - 2 - 7 ) <DWk& 
[0 5 8 4] 
[ftl5 3] 




[0 5 8 5 ] 

X3SA . 
3 _ [ ( E ) -2- (4-^an7i-JV) 

[0 5 8 6 ] 
[jb 1 5 4 ] 



- 4 - ^ h*~>-^ 




imli 2-2-118A Ktm<D*m t mmvmm, (^-^^ ^ ;v) *2S 

[0 5 8 81 

1 H-NMR (4 0 0MHz, CDCls) *1. 41 (3H, t, J = 7. 2Hz) 
3 9 8 (3H, s) , 4. 38 (2H, Q. > J = 7. 2Hz) , 6. 92 (1H d 
J = 8 . 8 Hz) , 7. 15 (1H, d. J = 16. 4Hz) , 7. 3 2 (2H d 
J i 8 . 8Hz), 7. 4 1 (1H, d, J = 16. 4Hz), 7 4 7 (2 H d, J 
= 8. 4Hz), 7. 95 (1H, dd. J=8. 8Hz, 2. 4Hz), 8. 26 (1 
H, d, J = 2 . 4Hz) 0 
[0 5 8 9] 

f?^ (E) -2- (4-^nn7x^) tf^;V] - 4 h **-£A#*«>fJ» 
[0 5 9 0] 

ffi|E# 2005-3012247 



#11 2004-292580 



^-v : 89/ 




[0592] / 

1 H-NMR (4 0 0 MHz, DMSO-de ) 53. 94 (3H, s) , 7151 
1H. d. J -8. 8Hz), 7. 3 0 (1H. d. J = 16. 6 Hz ) 7 . 4 3 ( 2 
H, d. J=8. 4Hz) , 7. 43 (1H, d, J = 16. 6Hz , 7. 64 ( H 

d J = 8. 4Hz) , 7. 88 (1H, dd. J = 8. 8Hz, 2. 1Hz), 8. 
2 o'(lH, d, J = 2. 1Hz) , 1 2. 8 (s, 1H) o 

ESiaC/MS*yr^^F)m/z 2 8 9 , 2 9 1 (M+H+ ) ; ft** 
HQ 4. 00^ (Sai^n-7^97-f-0*frl). 

(E) -2- (4-^nn7x^) e~;V] -4-> b* s /-^^75 K© 



[0 5 9 4] 
Kb 1 5 6] 




E) -2- (4-?nn7x^) - 4 - ^ h * ~> -^If«* bfco 

i h-NMR (4 0 0 MHz, CDC 1 3 ) 5 3. 9 2 (3H, s) , 7 1 0 (1H 

, d, J = 8. 8Hz) , 7. 30 (1H, d, J - 1 6 . 2Hz) , 7. 43 _(2H, 

d 1 = 8 6Hz) , 7. 43 (1H, d, J-16. 2Hz) , 7. 61 (2H d 
J =8 6 Hz) , 7. 8 3 (1H, dd, J = 8. 8 Hz, 2. 0 Hz) , 7. 9 3 

'(1H, b r s) , 8. 2 1 (1H, d, J=2. 0Hz) 0 

ESI (LC/MS^r^^F) m/z 2 8 8 . 2 9 0 (M+H + ) ; fiHW 
Rl 3.4853" (S3ft^n7h^77^-tf)#ffDo 

a;vX7 5 K (ft-frW 2 - 2 - 8 ) ©II 
[0 5 9 7] 
Hh 1 5 7 ] 




ffifE# 2005-3012247 



m% 2004-292580 



mmm i-2-usg Kmrn^mm.^ t mrn^m^ 3 - [(e)- 2 - ( 4 - 9 

1 H-NMR (2 7 0MHz, CDC 1 3 ) d3. 0 2 (3H, d, J = 4 • 6 Hz) 
3 9 2 (3H, s) . 6. 1 6 (1H, b s) , 6. 9 0 (1H. d, J = 8. 6H 



) 



) , 7. 1 2 (1 H, d, J = 1 6. 1 H z) 
, 7. 40 (1 H, d, J = 1 6. 1Hz) , 
, 7. 6 5 (1H, dd, J = 8. 6Hz, 2. 
. 3 H z ) o 
[0 5 9 9 ] 

ESI (LC/MS^rO^-F) m/z 
3 153- (^l»a-7 ^*77^ 3) o 

[^EJfefll 2 - 2 - 9 ] 

3 _ [ ( E ) -2- (4-;nn7x;jv) -t:~;V] 

[0 6 0 0] 

Hfc 1 5 8 ] 



, 7. 32 (2 H, d, J =8. 6Hz 
7. 4 5 (2 H, d, J = 8. 6 H z) 
3Hz), 8. 0 1 (1 H, d, J =2 



302 (m+h + ) ; i&wmm 3 




gttff 1-2-2 l8CCE«OM*S * n*©»ftT 3 - [(E)- 2 - ( 4 - 9 

1 H-NMR (270 MHz, DMSO-de ) SI. 14 (3H, t, J-7. 2H 
z) , 3. 30 (2H, dq, J = 7. 2Hz, 6. 9Hz) , 3. 91 (3H. s) 
7. 11 (1H, d, J = 8. 6 Hz) , 7. 2 7 (1H, d , J= 6 5 Hz) 7 

43 (1H, d, J = 8. 6Hz), 7. 44 (1H, d, J = l 6. 5 Hz), 7 
44 (2 ( H , d, ji 8 . 6Hz) , 7. 62 (2H, d. J = 8. 6Hz) 7 80 
(1H, dd, J = 8. 6Hz, 2. 3Hz), 8. 16 (1H, d, J-2. 3Hz) 
, 8. 4 2 (1H, bt, J = 5. 3Hz) o 
[0 6 0 2] 

ESI (LC/MS*yf^7*^-F) m/z 3 16, 3 18 (M+H + ) ; ##1$ 
H 3. 8 1&(SW n ^^'57^^ft3)o 

[HWJ 2-2-10] o , 

3- [ (E) -2- (4-7nn7x^) -l£-;V] -N- n^>^;V- 4 - 

^ ^y-^>X7 5 F afc-fr«2-2-l o) 

[0 6 0 3] 

[£15 9] 




n n 



i*«i-2-2xac™««>«a^Sfcra*©»^-c3- [ (e) -2- u-* 



m»E# 2005-3012247 



#11 2004-292580 



s<-z? : 91/ 



1 H-NMR (2 7 0MHz, DMSO-de) *1. 42-1. 61 ( 4 H m) 
1. 6 1-1. 8 0 (2H, m) . 1. 8 0 - 1. 9 5 ( 2 H, m) 3 .9 1 ( 3 H, 
s) 4. 2 1-4. 2 6 (1H, m) . 7. 1 0 (1H, d, J = 8. 8 H z) , 7. 

2 8 (1H. d, J = 16. 5Hz), 7. 4 3 ( 2 H d J = 8 5 Hz ) 

3 (1H> d> j = i6. 5Hz) , 7. 63 (2H, d, J = 8. 5Hz), 
(1H, dd, J = 8. 8Hz, 2. 0Hz) , 8. 14 (1H, d, J-2. 

, 8. 2 1 (1H, bd, J = 7. 2Hz) o 

ESiac/MS^yfO'^F) m/z 3 5 6, 3 5 8 (M+H + ) 

mmm 2-2-11] 

3 _ [ ( E ) -2- (4-^dd7x^) 
Ki/ _^X7 5K (^2-2-11) (DMM 
[0 6 0 7] 
HU6 0] 



7. 4 
7. 8 1 

0 H z) 



; im 



N 



^ n -7°o tf;v— 4 — ^ 




slim - 2 - 2i8ciciJ«©«ssftiH*^ ,e 3 - E (E l _ f TliTt 

o 

i [ H-NMR (2 7 0MHz, DMSO-de) SO. 5 0 - 0 6 2 ( 2 H , m) , 
0. 6 2 - 0. 7 8 (2 H, m) , 2. 7 4 - 2. 9 2 ( 1 H, m) 3. 91 (3H, 
s) 7 1 0 (1H, d, J = 8. 7 Hz) , 7. 2 5 ( 1 H, d, J = l 6. 5Hz 
) ' 7 4 , d, =16. 5Hz) , 7. 44 (2H, d, J=8. 6Hz) 

V . 62 ( H, d, ji 8 . 6Hz) , 7. 78 ( 1 H d d J - 8 . 7 H z 2 
. 2 Hz) . 8. 12 (1H, d, J = 2. 2 Hz) , 8. 3 7 (1H. bd, J -4. 
0 H z ) o 

ESiaC/MS^f^^-K) m/z 3 2 8, 3 3 0 (M+H + ) 
3. 8 2^(«P^l-^7^-^fr3) o 

[HWJ2-2-1 2] „ ^v*.^ xr M-* 

3- [ (E) -2- (4-?nn7x^V) -4-;* h*v-N- 

h ^, > ^^ ;v _^ ntf;v) _^X75K (^2-2-12) 0»£ 

[0611] 
[ft 1 6 1 ] 




[ (E) -2- (4-* 



«^ 1 i-2-2x®c^ia«o»«fe^™^^3 

nD7x.^) tf-JU] -4-^^-«Ilfc2-7^-l-^^^/* 

mSE# 2005-3012247 



#gf 2004-292580 



92/ 



r 0 6 1 3 1 

1 H-NMR (2 7 0MHz, CDsOD) »0. 98 (3H, t. J = 6 6 Hz ) 
, 1. 4 8 - 1. 8 0 (2 H, m) , 3. 37 (3H s) , 3 4 0 - 3 . 5 6 ( 2 H 

™1 9 Q4 (3H s) 4. 11-4. 25 (1H, m) , 7. 05 (1H, d 
' L 8 6 ) : VUH, d, J = 16. 7Hz), 7. 33 C2H d 
ji 8 . 5Hz) , 7. 46 (1H, d, J = 16. 7Hz) 7 51 (2H d J 
= 8. 5 Hz) , 7. 7 8 (1H, dd, J = 8 . 6 Hz, 2. 3 Hz) , 8. 13 (1 
H, d, J = 2. 3Hz)c 

Es5aC/MS^fO^F) m/z 3 7 4, 3 7 6 (M+H+) ; *** 
n 4. 0 2^(H»^D-7f777^-«3)c 

3 T(E)-2-(4^nn7x,;v) -^;v] — N— [2- 

[0 6 15] 
[4b 1 6 2 ] 




*Jfe-Wl-2-2X5gC^|B*0*j&*fefcra«l©*^3- E (E) - 2- (4-^ 
nn7x^)V) - 4 2 - (2-7^xh*y) -x* 

1 H-NMR (270 MHz, CD30D) 5 3. 54-3. 73 ( 8 H m) 3. 
95 (3H, s) , 7. 06 (1H, d, J = 8. 8Hz) 7. 23 (1H, d J- 
16. 8Hz) , 7. 34 (2H, d, J = 8. 2Hz) 7 4 6 (1 H d. J - 1 
6 8Hz) , 7. 53 (2H, d, J = 8. 2Hz) , 7. 78 (1H. dd, J-8 
. 8Hz, 2. 1Hz) , 8. 13 (1H, d, J = 2. 1Hz) o 

ESiaC/MS^f^^-K) m/z 3 7 6, 3 7 8 (M+H + ) ; 

m 3. 37^- mmWLfe? w* vy^y^ -<a&# 3 ) 0 
mmm 2-2-14] ( 

4-^-3- [ (E) -2- (4-^n7x^V) -fc-*] -^*7^ h ( 

2-2-14) com^t 

[0 6 18] 




[0 6 19] 

IMA 

4 -7'n€- 3 



_ [(E ) _ 2 - (4-7nB7^Jk) -flfl^^ 



mm 



[0 6 2 0] 



ffitiE# 2005-3012247 



#12004-292580 



^-v: 93/ 




[ 0 6 2 1 ] 

m : 4 . 



ESI (LC/MS^f^f^-n 3 5 1, 3 5 3 (M+H + ) ; ftttttll 
[0 6 2 2] 

7— 7n^_ 3 _ [ ( E ) -2- (4-?nn7x^) -e-;v] 

[0 6 2 3 ] 
Htl 6 5] 
Br 



1SIM 




_3_ [( E ) - 2 - (4 -^nn^-JV) -vf-*] -gcM^^^^&L*: 

o 

i l H-NMR (2 7 0MHz, DMSO-cU) §7. 37 (1H, d, 16. 2Hz 
) , 7. 45 (1H, d, J = 16. 2Hz) , 7. 48 (2H d J=8. Hz 

7 7 2 (2 H, d, J = 8 . 6 Hz) , 7. 7 6 - 7. 8 4 (2 H, m) , 8. 3 2 
'(1H, d, J = 2. 0Hz) , 13. 3 2 (1H, b s) o 
[0 6 2 6] 

737 n ^_ 3 _ [ ( E ) -2- (4-^oo7x^) -^>XT5 K ( 

-ffc^-fe 2-2-1 4 ) copl® 
[0 6 2 7] 
Hkl6 6] 




^_3_ [ ( E ) - 2- (4-?nn7x^) -If-*] 

i H-NMR (4 0 0MHz, CDs OD) 5 7. 2 6 (1H, d, 16. 1 H z) , 
7. 39 (2H, d, J = 8. 8Hz) , 7. 50 (1H, d, J = 16. 1Hz) , 7 

5 9 (2H, d, J = 8. 8 Hz) , 7. 6 5 (1H, dd, J -8. 3 Hz, 1. 9 
Hz) , 7. 72 (1H. d, J = 8. 3Hz) , 8. 27 (1H, d, J = l. 9Hz 

) o 

[0 6 2 9] 

£BfE# 2005-3012247 



# H 2004-292580 



^-y. 94/ 



ESI (LC/MS*vtO^-F) 3 3 6, 3 3 8 (M+H + ) J ##H#59 3 . 7 

3 - [ (E) -2 - (4-^nn7x^) -fc)V]-4-y7^^T^ h (IK 

2-2-1 5 ) O^^t 
[0 6 3 0] 
lit 1 6 7 ] 




r 0 6 3 1 1 

A MM 1-1-lIgD tCB«OWt*ft W#«>*f1^ **« 2-2-1 4t# 6 
w : 4 -/n^3- [ (E) -2- (4-^nn^-;v) -if-*] -^^^ h 

[0 6 3 2] 

1 H-NMR (2 7 0MHz, DMSO-de) $7. 4 2 (1H, d, 16. 4Hz 
) 7 52 (2H d, J = 8. 4Hz), 7. 64 (1H, d, J = 1 6. 4 Hz) 

7 71 (2H d, jig. 4Hz) , 7. 76 (1H. bs) 7 8 9 (1 H 
dd J = 8. 3Hz, 1. 3Hz) , 7. 97 (1H, d, J = 8. 3Hz) , 8. 2 
8 (1 H, b s) , 8. 4 5 (1H, d, J = l. 3Hz) o 

ESI(LC/MS^f^^K) 3 2 4, 3 2 6 (M+H+) ; 3 . 4 

\MVm2-2- 16] , 
i^v-N- [1. 2, 4] hUTV'-;V-4-^;V-3- [ (E) -2- (4 

at 

[0 6 3 4] 
[ft 1 6 8 ] 




i - 2 - 2 xe c mmo^m t mnom^ mmm 2-2-iis b 

tL?4-i f^>-3- [ (E) -2- (4-b'J7^ ^^>7x^v) ^;V] 
$IfiH-7^-l, 2, 4-HJT , /-^^*^« 

E^aC/MS^f^^-K) m/z 4 0 5 (M+H + ) ;WS 2. 
7 5^ (|»^-7H-7 7^-<7)*ft2) o 

>^?/-N-trny 1-4 ;v-3- [ (E) -2- (4-f'J7;vtn^ 

K , >7x ^,V) -e->U] ^>X75F (W2-2-17) «H 
[0 6 3 7] 



ffiIE# 2005-3012247 



#$I 2004-292580 



^-v: 95/ 




isiaC/MSm^t-KJm/z 4 0 7 (M+H + ) 2. 

N' -^>y>t F7V F 2-2-18) OSHt 

'[0640] 




inn 1-2-2 IgCCiat^^^W^^ 2-2-1 MB-C#<b 

tL7?4-ih^^-3- [ (E) -2- (4-Pi7^nn^7x^) K^*] 

Es5aC/MS^f^^F) m/z 4 4 3 (M+H + ) ; «FI 3. 
5 7 7? (W^D-7^7 7^^2) o 

N» - (2. 2. t K7vF(M2-2-19 

) ©11 

[0 6 4 3] 
[4b 1 7 1 ] 




Sffifll 1-2-2 XmCKtmoU-m t RWHOjftf^-C, 2-2-1 XSB 

ttST-y h^v-3- [ (E) -2- (4->'J7*tn^^7x^) t^v] 
^E#^ii2, 2, 2->'J7^tnif;HiK7y>'* l ?)^t/t< 1 

ESI aC/MS*y^7^-F) m/z 4 3 5 (M+H + ) ;WFI 3. 

mtiE# 2005-3012247 



#SI 2 0 0 4 - 2 9 2 5 8 0 ^- v : 96/ 

5 7 55- (S«^nvh^77^<7)^2) o 

[0 6 4 6] 



F^O 




1-2-2I8C KB«©*ffifcR#©^ 2-2-1 xeBT?#fc 

*Lfc4-* [ (E) -2- (4-hU7^n^^7x^) 

isSaC/MSm-f^-K) m/z 4 2 9 (M+H + ) MWfl 2. 
6 7 5> (M»DV^7 77^-^3) o 

™!^;^, _ 4 _„>*»_3- [ (E) -2- U->^*to, 
>^^>^^-;v) -tr~;v] -^>X7 5F«S1 

[0 6 4 9] 




i^J 1-2-2 zone niamo^ffi k ra*o«^t?, 2-2-1 isb -e#& 

^4-^ [ (E) -2- (4-HJ7WD^ 

^H-NMR (2 7 0MHz, CDCls) 52. 70 (2H t, J = 6 0Hz) 
, 3. 6 6 (2H, q. J = 6. 0Hz) , 3. 8 7 (3H s) 6 8 6 (1 H d 
, J = 8 . 6Hz), 7. 0 9 (1H, d, J-16. 5 Hz) 7 1 3 (2 H d 
ji 8 . 9Hz) , 7. 33 (1H, d. 1 = 16. 5Hz , 7. 47 (2H d . J 
= 8. 9Hz), 7. 60 (1H, dd, J =8. 6Hz, 2. 3 Hz) , 7. 97 (1 
H, d, J = 2. 3Hz)o 
r 0 6 5 2 

ESI (LC/MS*yf^^F) m/z 391 (M + H + ) ; ««*#W 3. 
4 2 53- (ife)lWn-7l>^?77'f-*3) o 

4 M |^;-N- 2 (2-,h^^V) -3- [(E) -2- (4-hV^n 
[0 6 5 3 ] 



miiE# 2005-3012247 



#ILI 2004-292580 



^-v I 97/ 



F 




■o 

1mm 1-2-2 igc w*o»f^-c, «i?o 2-2-1 isb^ 

^7-^ b*->-3- [ (E) -2- (4-f'J7^D^Kv7x^) fc-*] 

ESiaC/MS^f^^-K) m/z 3 9 6 (M+H + ) ; «fB#iS 3. 
4 5^ (iH»a-7>7777^-«3) o 

N [ ?T?-*K^U*> -4-,>**-S- I (E) -2- (4-^** 

[0 6 5 6 ] 
Hfc 1 7 5 ] 




nmn 1-2-2 iec 2-2-1 xeB^»fe 

^4-^ h ^v- 3 - [ (E) -2- (4-hV7^*n^ h*~>7*-;i0 
^i^^t 2 — T 5 / ^ ^ -^^)£Lfco 

isiaC/MSm-f^-K) m/z 3 8 2 (M+H + ) ;WI 3. 
0 85- (Sit#^ n>7 ^777^-©^3) o 

3 - [ (E) - 2 - (4-h 1 J7^tn^ h*is7^-*) -^7^© 



Kit 



[0 6 5 9] 
1 7 6 ] 




OH 



HO OH 

[0 6 6 0] 



i - 2 - 2 is c ra*©JM^e, sroi 2 - 2 - 1 ife b & 

^ 4 _^ h^v-3- [ (E) -2- (4->V7^ F^>7x^) 

isiaC/MS^yt^^-F) m/z 4 4 2 (M+H + ) ;W1 3. 
3 75- (i*5SfR#^n^h^9 7 7'f D o 

[»!2-2-2 5] ? _ u _ 

ffiSE#2 005-3012247 



#11 2004-292580 



^-v I 98/ 




bnHn^W*-^) -^yX7 5F0St 

[0 6 6 2] 



h 9 H 



1-2-2 X® C H*©»fl^ **« 2-2-1 IiBt#?> 

^H-NMR (2 7 0MHz, DMSO-de) S3. 2 0 - 3 3 0 ( 1 H , m) . 
3. 3 0 - 3. 5 0 (3 H, m) , 3. 6 0 - 3. 7 5 ( 1 H m) 3. 9 2 (3 H 
s) , 4. 61 (1H, t, J = 5. 6Hz) , 4. 85 ( H , 1= . 6Hz) 
, 7. 13 (1H. d. J = 8. 5Hz) , 7. 3 0 - 7. 5 0 (4 H, m) 7. 72 
(2H, d, J-8. 9Hz) , 7. 82 (1H, dd, J = 8. Hz, 2. 0Hz) 
8. 21 (1H, d, J = 2. 0Hz) , 8. 41 (1H, bs)o 

ESiaC/MSm-f^-K)m/z 412 (M+H + ) ; ftttttM . 3. 

N _ Fn3r->^fjV-xf^) -4-*h*v-3- L (E 

) _ 2 _ ( 4 -f'j7^on^7x^) -tf^;V] -^X7 5KO«S 
[0 6 6 61 




[ 0 6 6 7] 

mm 1-2-2 I8CeB«©*Si:H#«^^ 2-2-1 IfiB 

ttST-^ h^v-3- [ (E) -2- (4-h-;7^n> b**7*-*0 t^;v] 

ESiaC/MS^^-K) m/z 412(M+H + ) ;WFI 3. 
2 9^ (flf#^nvh^777^-©^D o 

[0 6 6 9] 




[0 6 7 0] 



tH|E# 2005-3012247 



#M 2004-292580 



^-y : 99/ 



mm 1-2-2 jMc\~%m.<D-%m t wim^m^\ mm 2-2-1 ifeBt#?> 

*l*4-> [ (E) -2 - (4-H;7**n> f^>7x^v) fc-*] 

(±) -2-7§/'-l-^>'" ;1 '*^^ 
[06711 

ESI (LC/MS^yr^^-K) m/z 3 9 6 (M+H + ) J «»I*M 3. 
2 1* (iS3Wovh^77^-Oifrl) o 
[mm 2-2-28] 

N- 12- [2- (2-KKn*V-^*-» 
V - 3 - [ (E) - 2 - (4-HJ7;vtn^ f^y7x-)V) -H~;v] -^^t* 

[0 6 7 2 ] 
HU8 0] 




mm 1-2-2 igccEWft fc mnvm^, mmm 2-2-1 isb^ 

o 

ESI 7 (LC/MS*yfO^-F) m/z 4 7 0 (M+H + ) ; fiWSW 3. 

[HJfefll 2-2-29] r , _ 

N _ ( ! _ t p n ^ f ;v - v ^ n 7°n b ^v) -4-^h*v-3- L QE 

) _ 2 _ ( 4 _ h; 7 ;v^-n^ >*v-7x-»/) -if~;v] -^yX7?we 

[0 6 7 5] 
Uh 1 8 1 ] 




i-2-2igc I'lamo^ t mmom^\ mm 2-2-1 x®b 

^?4-;>^v-3- [(E) -2- (4-f«J7^n^Ky7x^) H^;V] 

ESI aC/MS*yt^€-F) m/z 4 3 8 (M+H + ) ;§» 3. 
6 4* (S»n7^777^-©*ftD o 

3 i T l (E)-2-(2-7 W n7x,.) -4-»^>X7^ 
[0 6 7 8] 



ffifE# 2005-3012247 



#11 2004-292580 



^-y : 100/ 



lit 1 8 2 ] 




[0 6 7 9] 

[0 6 8 0] 

8 3] 




^ lj7 _gjfHj 7 x^*X7^ > 1. 0 g (Fluk attSL CAStf 3 9 3 1 
9-11-4) 2-7^n^^nU'l. lgCN, N-^WM7^ 

m g 1 - 2 - 1 X® C T?» & frfc 3 - * ^ 5 * - 4 - ^ h * 3 

0m;ST^-;V« (2mL) CM/:o 2 8%t>U^ >^K8 O^Lttt 

Ii***ffiT«£*U 3- [2- (2-7**07*^*) -tf^;v] _ 4 ->h*v 
^JS/M^^ 3 3 m g (80%) =Sr#7t 0 
[0 6 8 21 

ESI (LC/MS*yrO'*-F) m/z 2 8 7 (M+H + ) i fitfWW 3. 

3- [ (E) -2 - (2-7Wn7x^) -4-^^fy^/^7> h 

[0 6 8 3] 
[ft 1 8 4 ] 




ieA-e#fe*Lfc3- [2- (2-7^H7x^^) -^"^1 Tl~ii?^*i 
3 0 m g 3 m L ML, 3 *« 3 m g *JPx.r , StaT* 7 BW 

#«10 0^L*JP^ 6 0tt3WUo »0. lM^£pH2tt£k 



ffliE# 2005-3012247 



#11 2004-292580 



101/ 



hV-)A«L/: 0 ^S^x^-;v«t, «ffiT«*U 3- [ E) 2 K 
2 _ 7)Vt n7x^v) -4-* h^^T5 Fl 4mg (5 1%) **r 

fee 

E [ sS(LC/MS^r^^K)m/z 2 7 2 (M+H + ) 2. 

[HJfeflfl 2 - 2 - 3 1 ] , . „ 

N _ ( 2 4-ytFn^>7^) -4-* [ (E) — 2 — ( 4 — h V 

7A,*u*\**s7*-*) K Mfc**2-2-3 1) Oft* 

[0 6 8 6] 
HU 8 5] 




*i«2-2-ll8BT»6*Lfc4^ h^rV-3- [ (E) - 2 - ( 4 - h V 7 » 

,L^nn^>10mL U UttflS* ** V * 0 . 3 2 m L 

fiSt4B#F«tfco RlB»t*«I£T«*U tH**-* dkjc J: ****** 
#8?0mgOn2 0 0mgU-7?y-3-tKn^»»100mgt2mLO 

5 V 2 9 3 M l **ia, Mu-z-mwtw^ Km^m^mmm^ *^* iZ 

[0 6 8 81 r _ / , , „ 

7M8. 4mgtMfc. 7XlmL»x^^x, 
flfco R£M^«Wn-rb^7^-efflSU ^I^Svi"^ - 
n*v^;V) -4-* h^v-3- [ (E) -2- U-hH^ h*V7*- 
;V ) tf^;V] -4-^>XT5 F2 lmg (78%) *#fco 

i [ H-NMR (4 0 0MHz, DMSO-de ) 5 1. 4 0- 1. 5 2 (1 H, m) 
1. 5 6 - 1. 6 8 (1 H, m) , 3. 19-3. 4 0 (4H m) . 3 4 5 - 3 6 
0 (2H, m) , 3. 7 0 - 3. 8 0 ( 1 H, m) , 3. 92 ( H, s) 7. 12 ( 
1H, d. J = 8. 6Hz), 7. 3 3 ( 1 H d , J = 1 6 .6Hz ) 7. 3 7 (2 
H d, J = 8. 5Hz) , 7. 45 (1H. d, J = 16. 6Hz) , 7 7 2 ( H 

d J = 8. 5Hz) , 7. 8 3 (1H, dd, J = 8. 6Hz, 2 1 Hz) , 8. 
2 0 (1H, d, 1 = 2. 1Hz) , 8. 3 6 (1H, bt, J = 5. 1Hz) 0 
[0 6 9 0] 

ffiiE#2 005-3012247 
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4 2 6 (M+H + ) ;#«M$H 3. 2 7^( 



ESI (LC/MS*yr^^-F) 
^ nvf^77^ - (D&\$ 1 ) o 

[HJfefll 2-2-32] _ ,i \ 

h ^v- 3 - [ (E) -2- (4-f'J7JVtn^ H^^x-Jl/) 



-N- ( (2 S, 
®2 - 2 - 3 2) 
[ 0 6 9 1 ] 
[it 1 8 6 ] 



3 S) - 




[0 6 9 2 ] 

mMm i - 2 - 2x@ci 



s) , 4. 4 
11 (1 H, 
, d, J = l 
dd, J = 8 
9 ( 1 H, t 



d 
9 



ScJMBfck (2S. 3S) - 4-75/-1, 2, 
f; 1681 13-19-7) tf'fc'frJSLfco 
[0 6 9 3] 

1 H-NMR (2 7 OMH z, DMSO-de) 
3. 3 8 - 3. 4 7 (4 H, m) , 3. 6 7-3. 

2-4. 46 (2 H, m) , 4. 54 
d, J = 8. 8Hz), 7. 3 0-7 
6. 6 H z ) , 7. 7 1 (2 H, 
8 H z , 2. 4Hz), 8. 1 
J = 5 . 9 H z ) o 

[0 6 9 4] 

ESI (LC /M S -f "7^- K) m/z 

5- (g«^-7f^777^-^fr2) 
2-2-33] 
N _ ( 2 , 3-ytKn^y-7nt";v) - 

[0 6 9 5 ] 
Htl8 7] 



H 9 H 



d 3 . 2 4-3. 3 
7 2 ( 1 H, m) , 
(1H, d, J = 5 
. 3 7 (3 H, m) 
J = 8 . 8 H z) , 
(1 H, d, J =2. 



5 ( 1 H, m) , 

3 . 9 1 (3 H, 
. 9 H z) , 7 . 

, 7. 4 3 (1 H 
7 . 8 2 ( 1 H, 

4 H z) , 8 . 3 



4 4 2 (M+H + ) ; UW^m 2.35 



4 h^rv - 3 - [ (E) - 2 - (4 



2-2-33) Ol 




- 2 Ig C iciam^yj ft fc M<£>»fF^ : 
v-3 - [ (E) - 2- (4-?nn7x 

— 7°ny\° y v t — ^ Lfco 



:jfc«2 - 2 -7l8Bt#5> 
.;v) if~;v] $,ifit 3 - 



(2 7 OMH z , DM S O — d 6 ) 5 
4 4 (3 H, m) , 3. 6 2-3. 6 
(1H, t, J = 5. 9Hz), 4. 
H, d, J = 8. 8Hz) , 7. 2 9 
4 5 (3H, m), 7. 6 1 (2H, 
= 8. 8Hz, 2. 0Hz), 8. 1 



3 . 18-3. 24 

7 ( 1 H, m) , 3 . 9 

8 3 (1H, d, J = 4 
(1 H, d, J = 1 6. 

d, J = 8. 8 H z) , 

9 (1H, d, J = 2. 

mm 2 0 0 5 - 3 0 



( 1 H, m) , 
1 (3H, 
. 9 H z) 
6Hz) , 
7 . 8 2 ( 

0 H z) , 

1 2 2 4 7 
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8. 3 8 (1H, t, J = 5. 6Hz) o 

isiaC/MS^f^t-Wm/z 3 6 2, 3 6 4 (M + H+ ) ; ft** 
n 3. 10* (ft&ifcfc* ^^777^ l ) o 

■NT- f?-t Kn*y-l-t Kn^f^^f^-xf^) -4-^3^-3- L tU. 
) -2- (4-^nn7x^) ^XT5 F (ft*»2-2-34) 

[0 6 9 9] 
Mb 1 8 8 ] 



CI 




*Lfc4 ih^-v-3- [ (E) -2- (4-^nn7x^) if^*] 2 - 

i l H-NMR (2 7 0MHz, DMSO-de) 53. 54 (4H, t, J = 5. 9H 
Z ) , 3. 92 (3H, s) , 3. 98 (1H, dt J = 8. 1Hz, 5. . 9Hz) , 
4. 6 6 (2H, t, J = 5. 9Hz) , 7. 11 (1H d J = 8 8Hz) 7 
2 9 (1H, d, J = 16. 6Hz), 7. 41-7. 4 (3H, m) 7 6 2 (2 
H d J = 8. 3Hz) , 7. 83 (1H, dd, J = 8. 8Hz, 2. 0Hz) , 7 

. 9 1 (1H, d, J = 8. 1Hz) , 8. 17 (1H, d, J = 2. 0Hz) o 

ESiaC/MS^yfO^-F) m/z 3 6 2, 3 6 4 (M+H + ) ; 
m 3.07* nvf^777^ 1 ) o 

""ft^KnJtU*) -4-^^-3- [ (E) -2- (4-, no,, 
-;v) -e-JV] ^>X7 5K (M2-2-3 5) Ol^l 
[0 7 0 3 ] 
lit 1 8 9 ] 



ci 




t^-^T^-S- [ (E) -2- (4-^D7x^) e^;v] *Af«i2- 

[0705] 

1 H _ N MR (2 7 0MHz, DMSO-de ) 8 3. 31 — 3. 37 ( 2 H , m) , 
q 5 3 (2H dt, J = 6. 3Hz, 5. 8Hz),3. 91 (3H, s),4. 7 
4(lH, t H J = 5'. 8Hz), 7. 11 (1H d J-8 8Hz) 7 2 9 ( 
1H, d, J = 16. 3Hz) , 7. 41-7. 45 ( H, m) 7 61 (2H d 

J = 8. 6 Hz) , 7. 8 2 (1H. dd, J-8. 8 Hz, 2. 4 Hz), 8. 18 
'(1H, d, J = 2. 4Hz), 8. 39 ( 1 H, t, J = 5. 4Hz) o 
[0 7 0 6 ] 
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ESI (LC/MS^f-f^-K) m/z 3 3 2, 3 3 4 (M+H + ) ; «B# 
F B 1 3. 2 5^(S»^^777^-#ttl)o 

[«W2 - 2-36] r / 1? \ o ( 

[0 7 0 7] 



',^#J 2-2-36) cOf^t 




1-2-2 IgCCE*^^^««^, 2-2-7 XJBTif^ 

*ifc4-* h*V-3- [ (E) -2- (4-^n7x^) feifilJ: (± 

) _ 2 -T 5 J - 1 — ~?U/*J —)l'frb / kl&l'tz 0 

ESiaC/MS^yf^^-F) m/z 3 4 6, 3 4 8 (M+H + ) ; 
N 3. 3 6^(«^a-7h^77 7^«D o 

2-2-37] „ . v -m r f 9 Q 

3S) _ 2 , 3, 4-HjtFn^/-7f;v) ^>X75 K (ft^2-2-3 7) 

[0 7 10] 

Mb i 9 i ] 




*L* 4 -> h*v-3- [ (E) -2- (4^no7x^) If-*] ***** (2 
S 3 S) -4-757-1, 2, 3-^>>V*"^ (CASS»#-*: 16 8 11 
3-19-7) frt>&&\* , fco 
[07 1 2 ] 

i h-NMR (270 MHz, DMSO-de ) S 3. 24-3. 29 (lH m), 
3 3 8 - 3. 4 7 (4 H, m) , 3. 67-3. 71 (1H, m) , 3. 90 (3H, 
') 4 4 1 - 4. 4 6 (2 H, m) , 4. 53 (1H, d, J = 5. 4Hz) , 7 
V(1H d, J = 8. 8Hz) , 7. 28 (1H, d, J-16. 6Hz) 7. 4 
0- 7 4 5 (3 H, m) , 7. 6 1 (2H, d, J = 8. 8Hz) , 7. 8 1 (1H 
dd, J = 8. 8Hz, 2. 0Hz), 8. 18 ( 1 H, d, J = 2. 0Hz), 8. 3 
7 (1 H, t , J = 5. 6 H z) o 

ESiaC/MS^/r^t-F) m/z 3 9 2, 3 9 4 (M+H + ) ; ^#B# 

fM 2. 1 l7> (»l^DV>^777^-^#2) o 
[^JfcflU 2-2-38] 

N _ /« 3 p D + i/-7°n tf;v) - 4 b^ri/- 3 - [ (E) - 2 - (4 - 

fW^n^Wx^V) e^-;v] ^/X7U' (flS#*2-2-3 8) 
[0 7 14] 
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H ? H 



[0715] 

am a 

4 h * v - 3 

[0 7 16] 
Htl9 3] 



_ [ ( E ) _2- (4-> 1 J7;vto^f;v7x-;v) tf-;v] SI 




[07 1 7 ] 

2 - 2 - 1 xm a Kia*c<7)3m£ mmvmwzx^ (4-bV7^ 

> v ;v) * * * > ivxf;v 1 - 2 - 1 XH C "C# b ixtz 3 - * * 5 

h^5/^JS.#aft^^5&*e>#JK**L* 4 h*->- 3 - [ (E) - 2- (4 
tn^f;v7x^jv) tf->w] $IfS^^> WJ2-2-1II1B 



2 8 ( 1 H, 
6 4 (2 H, 
(1H, d d 



[0 7 18] 

1 H-NMR (2 7 OMH z 
, d, J=8. 6 Hz) , 7. 
d, J = 1 6. 5 H z) , 7. 
f J =8. 8Hz) , 7. 98 
( 1 H, d, J = 2. 3 H z ) o 
[0 7 19] 

E I - M S (*"yf'f ^ - F) 
XjlB 

N- (2, 3-yHKndry-7°ntf;l/) 



CDs OD) 5 3. 9 



, J = l 
, J = 8 
J =2. 



(3H, s) 
5 H z) , 



. 6 H z ) 
3 H z, 8 



7 . 

, 7. 6 
7 . 7 3 

6 H z) 



;V - 4 — 7 



1 0 (1 h 
0 (1 H, 
(2 H, d 
,8.30 



m 



/ z 3 2 2 (M + ) 



- 4 



[0 7 2 0] 
Hb 1 9 4 ] 



h^rv- 3 - 



[ (E) -2- (4- 




OH 



«w i-2-2itc tiB«o^j* t mmom^, mmm 2-2-38 xsat?^ 

bftitA-* h^v-3- [ (E) - 2- (4-hV7;v*tM^;v-7^;v) 

[0 7 2 2] 

1 H-NMR (270MHz, CDs OD) 53. 43 (1H, dd, J = 6. 9Hz 
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13 9Hz), 3. 51-3. 63 (3H, m) , 3. 8 0 - 3. 8 9 ( 1 H m) 
3 9 7 (3 H .). 7. 10 (1H. d. J = 8 9 Hz) 7 3 3 H, d 
J = 16. 5 Hz) , 7. 6 2 (1H, d. J = 16. 5 Hz) , 7. 6 4 (2H . d 
J = 8 6 Hz) , 7. 7 3 (2H, d, J = 8. 6 Hz) , 7. 8 2 (1H, dd. 
J = 2. OHz, 8. 9Hz) , 8. 19 ( 1 H, d. J = 2. OHz) 0 

EslaUsiyH^-K) m/ Z 3 9 6 (M+ H + ) ; «tf*#IW 2. 
87f (^^^fr^n^>^9-7-7^-0^3) o 

C«i5!!2 - 2-39] r , 

) _ 2 - (4-bU7;Vtn^;V7xx;v) lf^;V] ^X7 5F Mfc**2-2-3 

9) ©il 
[0 7 2 4] 
[it 19 5] 




[0 7 2 5] 

**n i - 2 - 2 c izmn^-m t «mm 2-2-38 ia at» 

fc*fc4-* b**-3- [ (E) -2 - (4-h'J7Hn^Wx-^) 
^t.#Stt 2 -75 / - 1 , 3 -^n/^yt-^?)^JS^o 

''h-NMR (2 7 0MHz, CDs OD) 5 3. 7 5 (4H, d. J =5. 6 Hz) 
, 3. 9 3 (3H, s) , 4. 19 (1H quint J = 5 6 Hz) . 7. 0 9 
(1H, d, J = 8. 6Hz) , 7. 34 (1H, d, J = 16. 5 H z ) 7 57 
7. 66 (3H, m) , 7. 72 (2H, d, J=8. 6Hz) , 7. 84 (1H, dd 
J = 2. 3Hz, 8. 6 Hz) , 8. 21 (1H, d, J = 2. 3Hz)o 

ESiac/MS^y'rO^-K) m/z 3 9 6 (M+H + ) ; «#M$M 2. 
84* (»a«^n7h/577-f-©*ft3) o 

N C ?^!^Knt>U;v) -4-^*v-3- [ (E) -2-(4-f'J7*t 
n>f;V7l -;V) -t£-;V] ^>X7U' (M2-2-4 0) 
[0 7 2 8] 

1 9 6 ] 




» 2 l-2-2ItCi:lfi«^i:»»^ ^2-2-3 SISBtll 
&*^4-*>**-3- [(E) -2- (4-h^;v^n^f-;v-7^-;v) i^;v] 

t£JIM?®J £ 2-75 ;i^-^?)ML/:o 

EslaC/MS^fO^F) m/z 3 6 6 (M+H + ) ;§M 2. 

miE# 2005-3012247 
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(4 



5 83- (iHWnv>^977^-OM2) o 

[*^!l2-2-4 1] , r f tr N 9 

-HJ7Wn^f;V7x^) ^>X7U' (M2-2-4 1) Ottft 

[ 0 7 3 1 ] 
[4b 1 9 7 ] 




*Jfc«l-2-2XSBCCIB«^ftfcra#^*^-C, *»J2-2-3 8XfeB 
fc*fc4-* b^v-3- [ (E) -2- H^;V] 

^j&J&Bftfc (±) - 2 -t 5 y - 1 -7"o^v -;v^fj^Lfco 

ESI 3 (LC/MS*yfO^F) m/z 3 8 0 (M + H + ) ;Wfl 2. 
735- (Rl»0-7b^7 77^f-^#2) o 

imMM.2 - 2 - 4 2] 

N _ r 2 - -4-^^7-3- L (E ; - 2 

_ ( 4- Hj 7^n^^7x^) ^yXT5 F (M2-2-4 2) 

[0 7 3 4] 
[jtl9 8] 




1-2-21SC cb«©*s fc ra*«>#fl^ mnm 2 - 2 - 3 s xsb 

fc*US:4-> W-3- [ (E) -2- (4-b'J7**n>Wx^) ^Kl 

ESiaC/MSm-f^-Wm/i 410 (M+H + ) ; 2. 
2-2-43] 

N _ (2 3 Kn*yufcf;v) -4 h^fv- 3 - [ (E) - 2 - (4-7n 

l£~;V] -4 — r/X75F (ft^2-2-4 3) 
[0 7 3 7 ] 




[0 7 3 8] 
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XfiA 

3 - [ (E) 



2- ( 4 -yn^7x-JV) tf~;v] -4-^ h^^&#m^^^^> 



[0 7 3 9] 
Hb2 0 0] 




»yxf*fc *ftM 1 - 2 - 1 X@ C T?# tLfc 3 - * * 5 ;v - 4 - * V * 

^H-NMR (4 0 0MHz, CDCls) 81. 41 (3H t , J = 7 . 3 H z ) 
,3.95 (3H, s) , 4. 38 (2H. Q. > J = 7. 3Hz) 6. 92 (1H , d 

J = 8. 6 Hz) . 7. 13 (1H, d, J = 16. 6 Hz) 7 4 1 (2 H d 
J = 8. 5Hz) , 7. 42 (1H, d, J-16. 6Hz) 7. 48 ( H d. J 
= 8. 5Hz), 7. 96 (1H, dd, J = 8. 6Hz, 2. 1Hz), 8. 26 (1 
H, d, J = 2 . 1 H z) o 

ESI aC/MS^/fO^F) 3 6 1, 3 6 3 (M+H + ) ; *»WH 4 . 1 

"3^~ [ (E) -2 - (4-^Dt7x^) -A-tY^s&Mm 
[0 7 4 3 ] 




iftfl 2 - 2 - l I8B icBHo^fcR^^ xeA-c#fetLfc3- E (E) 

i h-NMR (400 MHz, DMSO-de ) * 3. 94 (3H, s) , 7. 1 5 ( 
1H d, J =8. 6Hz), 7. 2 9 (1H, d. J = l 6. 6Hz), 7. 44(1 
H d J = 16. 6Hz) , 7. 56 (2H, d, J = 9. 8) , 7. 58 (2H d 

j = 9 . 8 Hz) , 7. 8 8 (1H, dd, J = 8. 6 Hz, 2. 0 Hz) , 8. 2 1 
'(1H, d, J = 2. 1Hz) 12. 75 (1H, bs) » 

ESiaC/MS^f-f^-K) 3 3 3, 3 3 5 (M+H + ) ;«H3. 1 

^T7 2; 3 _ yil F n^n^) -4-> h**-3- [ (E) -2- (4-^n 
[0 7 4 6 ] 

fflSE# 2005-3012247 
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lit 2 0 2] 




H OH 



1-2-2ISC lClB«^^ffi fc Rl»0»f^t?. MMM 2-2-43 IgB"C# 
^J?4-^h^v-3- [ (E) -2- (4-/D^x^;V) E^;V] SMtt3 



) 



1 H-NMR (400MHz, DMSO-de) 5 3. 17-3. 24 ( 1 H, m) , 
35 (2H, t, J = 5. 9Hz), 3. 38-3. 44 (1H, m), 3. 6 1- 
6 8 (1H, m) , 3. 9 2 (3H, s) , 4. 5 7 ( 1 H, t, J -5. 9 Hz) 

4. 82 (1H, d, J=4. 9Hz) , 7. 12 (1H, d, J = 8. 8Hz , 7 

2 8 (1H, d, J = l 6. 4 Hz) , 7. 4 5 (1H, d, J = l 6. 4 Hz) 7 
55 (2H, d, J = 8. 8Hz) , 7. 58 (2H, d, J = 8. 8Hz) , /. 8 

(1H, dd, J = 8 . 8Hz, 2. 0Hz) 
, 8. 38 (1H, t, J = 5. 9Hz)o 
[0 7 4 8] 

ESI (LC/MS^vfO^-K) 4 06 
1 7 # (USafcifcfc* nvF^77^- 1 ) o 

[*»«2-2-44] 

3- r (E) -2- (4 -/o*7x-;v) kf-A/] — N — (2 - Fn*v- 1 - H 
KD^y^;Vxf;V) _ 4 _^^>X75F (M2-2-44) Oft* 
[0 7 4 9] 
[ft 2 0 3 ] 



8. 19 (1 H, d, J = 2. OH z 



4 0 8 (M+H + ) ; UW^m 3 




9 H 
t , 
J = 



iml\\ 1-2-2ISC KEiO^S t H*<0*fl^ 2-2-43 ISBtH 

-75;-!, s-^n^ryyt-JV^^IiLito 

i'h-NMR (4 0 0MHz, DMSO-de) S3. 54 (4H, t, J = 5. 
z) 3 9 2 (3 H, s) , 3. 9 4 - 4. 0 2 ( 1 H, m) , 4. 66 (2H, 
J = 5. 9Hz) , 7. 12 (1H, d, J=8. 8Hz) , 7. 28 ( 1 H, d, 
16. 1Hz) , 7. 4 5 (1H, d, J = l 6. 1Hz) , 7. 5 5 (2H, d J = 
9. 5Hz) , 7. 58 (2H, d, J = 9. 5Hz) , 7. 83 (1H, d d J = 8 

8Hz, 2. 1Hz), 7. 92 (1H, d, J = 7. 8Hz), 8. 18 ( 1 H. d 
, J = 2 . 1 H z ) o 

r q y g 2 ] 

ESI (LC/MS^yf^^K) 4 0 6, 4 0 8 (M+H + ) ; 3. 
1 4 55- (iSiS*** n-r h ^9 "7 ^ -<D&i$ 1 ) o 
[fdfefll 2-2-45] 

ffifiE# 2005-3012247 
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3- [ (E) -2- (4-7'o*7x-;V) -t£~;V] — N — ( 2 Kndryxf ;v 
) _ 4 _^ h ^v^>XT< K (jt^%2-2-4 5) ©iBt 

[0 7 5 3 ] 
lit 2 0 4] 




wo 1-2-2 isc izmm^m t mm<oim^ *mm 2 -2-4 siem 

E l SI 5 (LC/MSm^*-K)m/« 3 7 6, 3 7 8 (M+H + ) ; «** 
M 2. 5 2f (W^n-7F7577^-«2) o 

3 C T!E)-2-(4-/n,7^,) -H-^] — N— 
^;V.x^;v) -4->b*W^T5K (M2-2-4 6) ©it 

[0 7 5 6] 
[-ft 2 0 5] 




[ 0 7 5 7] 

Slfcfl 1-2-2ISC H*KW*«^ **« 2-2-3 SliBtft 

&*fc4-*>**-3- [ (E) -2- (4-/n^7x^^) tf^V] ( 
± ) _ 2 — T 5 J — 1 — -fxis^J — ;v^^) / o^L/co 

ESiaC/MS*yfO^-F) m/z 3 9 0, 3 9 2 (M+H + ) \ 
■ m 2. 7 0^(S«^-7H*777^^ft2) o 

xKil) -U;v] - 4-^^/X70' (M2-2-4 7) *>«£ 
[0 7 5 9] 
Mb 2 0 6 ] 

A, 




1-2-2I8C fc EH*«>*«^ **« 2 -2-3 SliBtft 

h ttzA-^y^y-Z- [ (E) -2 - (4-^7x^V) i^;v] $Af*t2 

EsIaC/MSm-f^Wm/i 4 2 0, 4 2 2 (M+H+) ; ft** 
H 2. 5 3^(l»^^777^«2)o 

ffifE# 2005-3012247 
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mmm 2-2-48] 



•7 f^fy - 3 — [ (E) — 



N _ r (R) _ 2 3 -vt Kn^>-7n^V) ] -4-> h^v-a- L V^J 
2- ( 4 -Vnn7x^v) -lf-;v] ^>X75K (M2-2-4 8) 
[0 7 6 2 ] 



Hb2 0 7] 




H 9 H 



[0 7 6 3 ] 

mm 1-2-2 iic ^tam^s fc m&<omp?, nmm 2 

^4-^ h ^v_3- [ (E) — 2 — (4-?DD7x^) H 
) _ ( + ) _3-75y-i, 2 -^n;<vyt-^ (ftftflfc^tt: 

10 7 6 4] s n n 

70MHz, DMSO-de) 53. 18-3 



3 . 

s) 

7 
1 

8 



, 3 . 6 2-3. 6 
5. 9H z) , 4. 
8 H z ) , 7. 2 9 
, 7. 6 1 (2 H, 
. 0Hz) , 8. 1 
H z) o 



7 ( 1 H, m 

8 3 ( 1 H, 
( 1 H, d, 



J =8 
(1 H, 



H-NMR (2 
30-3. 44 (3 H, m) 
, 4 . 5 8 ( 1 H, t , J = 
7. 11 (1 H, d, J = 8. 
. 4 1-7. 45 (3 H, m) 
H, dd, J = 8. 8Hz, 2 
. 38 (1 H, t , J = 5. 6 
[0 7 6 5] 

ESI (LC/MS*yf^7*-F) m/z 3 6 2. 
[ 3. 10^(I»^^577^©lltDo 
2-49] 

_ 2 3-ytFn^v-7°Dif;i/) ] - 4-^ 



- 2 - 7X5gB-C#<b 
£A#Bfefc (R 

. 2 4 ( 1 H, m) , 
) , 3 . 9 1 (3 H, 
d, J =4. 9 H z) 
J = 1 6 . 6 H z) , 
8 H z ) , 7. 8 2 ( 
, J = 2 . 0 H z ) , 



3 6 4 (M+H + ) ; *£#B# 



[Hifefll 2 - 
N — [ (S) 



— (4-^nn7x-)i') 
[0 7 6 6] 
Ht2 0 8] 



^rV-3- [ (E) 

2-49) <r>m& 




OH 



[07671 

mnW 1-2-2ISC ^IBi^fe IM^S^T?, »fiJ 2-2-7 I«BJ?# 
^4-^h^v-3- [ (E) -2- (4-^nn7x^) if-*] (S 

i l H-NMR (2 7 0MHz, DMSO-de) 53. 18-3. 24 ( 1 H m) , 
3. 3 0 - 3. 4 4 (3 H, m) , 3. 6 2 - 3. 6 7 ( 1 H, m) , 3. 9 1 (3H 
s) , 4. 5 8 (1H, t, J = 5. 9Hz), 4. 8 3 ( 1 H. d, J = 4. 9 Hz) 



, 7. 11 (1 H, d, J = 8. 8H z) , 7. 2 9 
7. 4 1-7. 4 5 (3H, m) , 7. 6 1 (2H, 

8Hz, 2. 0Hz), 8. 1 
J = 5. 6 H z) c 



1 H, d d, J = 8 
8. 3 8 (1 H, t 
[0 7 6 9] 



8 3 ( 1 H, d, J = 4 
(1 H, d, J = 1 6. 6 H z) 

d, J = 8. 8Hz), 7. 82 

9 (1H, d, J = 2. 0Hz) 



( 
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ESI (LC/MS^r^^K) m/z 3 6 2, 3 6 4 (M+H ) ; «*W 

2-2-50] , 
m _ N _ ( 2 3 -vt: Fn^v-^ntf;v) - 4 - > h * v - 3 - L (E) -2 

0) (DWk?k 



[0 7 7 0 ] 
Ht2 0 9] 




H 9 H 



mmm 1-2-2 isceEto** fc mm<om?*. 2-2-1 i%b^ 

n?4-^>^^-3- [(E) -2- (4-h'J7W^^7x^) 

(R) -3-T^-l, (tt*»*tt») *e>*fcb 

1 H-NMR (270 MHz, DMSO-de ) S3. 20-3. 30 (1H, m) , 
3. 3 0 - 3. 5 0 (3 H, m) , 3. 6 0 - 3. 7 5 (1 H, m) , 3. 92 (3H 
s) , 4. 61 (1H, t, J = 5. 6Hz) , 4. 85 (1H d J=4. Hz 
, 7. 13 (1H, d, J = 8. 5Hz) . 7. 30-7. 5 (4H, m) 7. 7 2 
(2H d J = 8. 9Hz), 7. 82 ( 1 H, dd, J = 8. 5Hz, 2. 0Hz) 
8. 2 l'(lH, d, 1 = 2. 0Hz), 8. 41 (1H, bs)o 

ESiaC/MS^f-f^-K) m/z 412 (M+H + ) I ft^RI 3. 
3 3^ (illWD7>^7 77^-«l) o 

2-2-51] , 
(c) _N- (2 3 -ft Kn*V-7"ne^) -4-7>^v-3- L (E) -2 
- (4-H7^h^7x^) -H^;V] -^X75F (ft** 2 - 2 - 5 

i) <omm 

[0 7 7 3] 
[4t 2 1 0 ] 




mm 1-2-2 nmcKtm^m t mm<Dm^\ mmm 2-2-1 xeB-e* & 

*,^ 4 _^ b^v-3- [ (E) - 2- (4->V7^n> K">7x^) 

(S) -3-757-1, 2 -7'n;r/^t-JV (MiMttfO frh&l&V 

*=«» 

[0 7 7 5) 

1 h — NMR (270 MHz, DMSO-de) 5 3. 20-3. 30 ( 1 H, m) , 
3 3 0 - 3. 5 0 (3 H, m) , 3. 6 0 - 3. 7 5 ( 1 H, m) , 3. 9 2 (3H 
J 4 61 (ih, t,J = 5. 6Hz),4. 85(lH,d, J=4. 6Hz) 
7 f 13 (1H, d, J = 8. 5Hz) , 7. 3 0 - 7. 5 0 (4 H, m) , 7. 72 
'(2H, d, J = 8. 9Hz) , 7. 82 (1H, dd, J=8. 5Hz, 2. 0Hz) 
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, 8. 21 (1H. d, J=2. 0Hz) , 8. 41 (1H, b s) o 

ESI 7 (LC/MS*"vr^t-K) m/z 412 (M+H + ) ; «UWN 3 
3 3 53- mmm*? h^"777 4 -Ofctt 1 ) o 
[*WJ2-3-l] 

3 _ [ ( E ) _ 2 - (3-7;VtD7x-Jl') -H-;v] -4-* 

[0 7 7 7] 
[ft 2 1 1 ] 




[0 7 7 8] 

XII A 

[0 7 7 9] 
[ft 2 1 2] 

o 

i^fll-2- lX®C-Ci#^^3-*;V5;V-4-^ h*vS5c&»^^5 0 0 

3-y*K->^;V-4-^ f^yfltt^^B 9 6mg (9 7%) *#fco 

[0781] , T „ o u ^ 

1 H-NMR (2 7 0MHz, CDCls) *1. 38 (3H, t, J = 7. 3Hz) 
3 3 7 (6 H, s) , 3. 91 (3H, b) . 4. 36 (2H, q, J=7 3Hz 
) 5 67 (1H, s) , 6. 93 (1H, d, J = 8. 6Hz) , 8. 04 (1H, 
d 'd/j = 8. 6Hz, 2. 3Hz), 8. 21 (1H. d, J = 2. 3Hz)o 
[0 7 8 2 ] 

3 j > ^ v ^ 4 - > h^r *y^MMM<vmWk 

[0 7 8 3] 
[ft 2 1 3 ] 

I 

o 




o 



[0 7 8 4 ] 

I6A-C»&*Lfc3-i>* h^v-^^^-4-^ b^rv^W^f-^3. 6 7g^ 
^HV2 0mL«iU 2 0 %7jct{W ^ A 7 JcMl 2 mL IriD^, 5 

ffiIE# 2005-3012247 
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v-^cJi,« 1 . 8 2 g (55%) SrWfeo 
[ 0 7 8 51 

1 H-NMR (2 7 0MHz, CDC 1 3 ) S3. 3 6 (6H, s) , 3. 9 A ^ (3H 
, s) . 5. 68 (1H. s) , 6. 96 ( 1 H. d. J = 8. 6Hz) 8. 10 (1 
H, dd, J = 8. 6Hz, 2. 0Hz) , 8. 29 (1H, d, J=2. 0Hz) o 

'[0786] 

XfIC 

3 ;v- 4 >^r^VX7 5 K ©IS 

[0 7 8 7] 
[ft2l4] 




o o 
[0 7 8 8] 

^-^0 6 5 g ^ ^^y h i; T >/-;V-l-^-^-7K»l. 48g,M(3- 
,^ w > y^ntf;v) if J^JUvM? KWl. 8 5g£N, N-v^f^* 
W75F5 0mLWU N, N -vV V7"ntaW5 ^4. 2 0mL*lJx 
fc„ £<D#«*M-C13l*W«#Lfc«, lMltttpH2#3£K44i^Lfolj 

4_^3fy^yX75Fl. 03g (71%) fc^fco 
[0 7 8 9] 

1 H-NMR (270 MHz, CDCls) H. 02 (3H, s), 7. 11 (1H 
df J==8> 6 Hz), 8. 18-8. 24 (2H, m), 10. 48 (1H, s) o 

3^T (E) - 2- (3-7;vtn7x^) -t£~;t/] 

TO 
[0 7 9 0] 
lit 2 1 5] 




#V7-fij|fy7i-W7^ >1. 0 g (F 1 u k attM, CASff3 9 3 1 
9-11-4) 3-7jvtn^yyjV/n5 F 1 . IgCN, N-y^f^M7? 

o: 7 ^o^>y» f^x^vw^^ynntiiUo £0^111 

mg*I*IB^#^3-*;v 5 ;V-4-^J^ 

0tt4B|F«Uo EKMtI1^7h77 7^-e«IU 3- L (E) - 
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2- (3-7^tn7x^v) -if^;v] — 4— ^ f^fy^>X75 F 4 m g (13%) 

ESiaC/MS^yf^^F) m/z 2 7 2 (M+H + ) ; ##R*I« 3. 

29^ (|»n7^7 7^^frl)o 

[H*fe$l 2 - 3 - 2 ] _ , 

h ^^_ 3 _ [ (E) — 2— (2, 4, 6-bV7JVtD7x^V) 

[0 7 9 3 ] 
[ft 2 1 6 ] 




^ESn°LC/MS*yf^^-F) m/z 3 0 8 (M+H + ) ; ifcjmiHI 3 
[0 7 9 5] 

mmm 2-3-3] , 

3 - [ (E) -2 - (2, 3-y7^tD7x-;V) -t~;v] -4-> 

75 KWtiit 
[0 7 9 6] 
[jk2 1 7] 




2-3-1 IiD fc mm<Dmi^ 2 , 3-y7^n^>yJV7n 5 Vfrh&fc 
ESI (LC/MS'fyr^^-F) m/z 2 9 0 (M+H + ) ; fi^WW 3 

.28* mmmt-?*^ Y??yj -<dm* i ) o 

[0 7 9 8] 

3- [(E) -2- (3-^nn-2-7Hn7x-;v) -4-^ h * ✓ 

[ 0 7 9 9] 
[-ft 2 1 8 ] 




tB|iE# 2005-3012247 
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ESI (LC/MS^r^^-K) m/ z 3 0 6 , 3 0 8 (M+H + ) « «F«F 
M 3. 4 6*(«^^^*^'f-^ttl)° 
[0 8 0 1 ] 

[0 8 0 2 ] 
[ft 2 1 9] 




[0 8 0 3 ] 

2-3-1 ItD IWj^O^-C 2-7^D-4-^fM>y^n5 Vfr 

^ff n°LC/MS*yrO^-F) m/ z 2 8 6 (M+H + ) ;§» 3. 
4 1^ 1) o 

[0 8 0 4] 

l^MW 2 - 3 - 6 ] , _ _ 

b^v-3- [ (E) -2- (4-f'J7;vin^w;v77-;v-7x^ 

[0 8 0 5] 
[ft 2 2 0 ] 




f;v3 2„ LCDM^« 1 6 Ott'l 6B#F H m#bfCo ^S^^PL/c^ 3 
_ 4 _/ KW XnF2 0mg, 1, 3, 4, 6, 7, 8-a^Fd-2H- 
5 K 2 -a] t?V^>2 6mg^WTHFlmLai, ^ 24 ^ 

**U SCXM»»»?A (Variant 1 g) 

IWn7f^7^-m^^ n ^ (mi c r oma s sttliZMD) 
v>-C»»U §^W«J±T^U-C4-^^rV-3- [ (E) - 2 - (4-h 
n;Vtn^WJV77^-7x-;V) -l£~;V] -^7^*3. 5mg (6% 

) fc#fc„ 
[0 8 0 7] 

ESI (LC/MS*yr^t-K) m/z 3 5 4 (M+H + ) ; ##f$ffl 3. 
775- nv^577^ - (DM% 1 ) o 

mMM 2 - 3 - 7 ] , , _ fl 1 

3- [ (E) -2- (2-7;vio-4-HJ7;vtn^f^-7x-W -t-;v] 
[0 8 0 8] 
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mmm 2-3-6 tfe £ m**)*^ 2 - 7 >k * o - 4 - h ; j * * u * 

ESI (LC/MS^r^t-F) m/z 3 4 0 (M+H + ) ; ftttttH 3. 
[0 8 10] 

[0811] 




i/TSiV v;V7*n 5 F fc 3 - 



[0812] 

mm 2-3-6 ^iB«^M*ffi fc iw^m^ 4 

ESI (LC/MS*y'r.^F) m/z 2 7 9 (M+H + ) ; JS«Wfl Z 
# 2. 8 6^ 2. 98^(S»^7f/777^-Wiftl)o 

[0813] 

[»f02-4-l] ^ i,iJ>/{v 5fT 5 F 

[0 8 14] 

2 2 3 ] 




[0 8 15] 

ISA 

[0 8 16] 
[ft2 2 4] 



4 h^rv-^i 



o 

II 

-O-P 




r 

[0 8 17] 



OH 
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**« 1 - 2 - 1 ISAtf h titz 3 - * n n * 4 - * h ^ ~f JJJSf ^ 

1 0 0 0 g^ir/SHJ^8. 2 5mLi:«U 1 6 0 CT?2 4HBft#U 

**P* ^;HV2 0 0mL U - 2 0 %*BMb* 'J *f 3 6 

mLfcUnk 6 or-CllSIWafctfbfco M*«ETliL> ^£fci|ft*l*^r^U 

|£j*U 3- (^xh^?/*7*-W^) -4-^^ry-^Ml2. 78g ( 

9 8 96) 

[08 1 8 ] 

1 H-NMR ( 2 7 0MHz, DMSO-de) ffl. 16 (6H, t, J = 7. 3H 
z) , 3. 22 (2H. d, J=21. 4Hz) , 3. 87 (3H, s) 3. 94 (4 
H, quintet, J = 7. 3Hz), 7. 09 (1H, d, J = 8. 3Hz), 7. 
82-7. 87 (2 H, m) , 12. 62 (1H, bs)o 
[0 8 19] 

Rink l/y> (Advanced Chemtec h1±SL 0. 8mmo 1/g) 8 
0 6gr^'Jy>tN, N-^W^TU'WS^II (1 : 4) 5 0mL£ 

^y-jVfMUlMiLf; (Kaiser r^f^.fett) o 

-4-^^Ifl5. 8 5g. <*W\>VTV-*-l-*-& 
-7X»4. 94g,OT, N -yMV/n^^U«I4. 9 9mL * 
ijn*.»-ei 5B*H*#Lfco f^n^y, 7^?Vk 

[0 8 2 0] 

Kaiser h : Pftto 



c 

3 _ [ (E) - 2- (4 -y )V*u? x.-fr) -tf~;v] -4-^K^vX7?F 



[0 8 2 1 ] 
[ft 2 2 5 ] 




[0 8 2 2 ] 

p- "7" t 1 3 4 6 7 8-AntKn-2H-lf'J5F[U 2-a] t'J 
LJJJom'g N N-'^WM75F1. 5mL^Di"C, 8 0^13^ 

WftLfco rj6***»*. * y^n^r/tiiu ^^v^>K20 

m*?>mt ^Dn^v«U *|ft«r«ffiT»«IU3to #f>tL/;»?:Wa t 
e r stt»9 9 6 - 6 0 0 E&jEft&ifc#* h ^7 7 -f - fcfltx.fc^'f *nv* (m 
i c r oma s sttSZMD) ^V>tiSU #<b*LfcHfr**ffiTt£*U 3- [ ( 
E) _ 2 - (4 -T;v^n 7 ^^;v) - 4 h *1"<>XT * K 6 m g 
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[0 8 2 3 ] 

ESI (LC/MS*'vN^-F) m/z 2 7 2 (M+H + ) J «*fB*W 2 
3 9^ (Sa«^a^>^57'f-^fr2) o 

[#dfe$I 2-4-2] .. _ 

4_^ h ^v- 3 - ( (E) -2-p- h;W;w-tf^;v) -^7=sK©«ji 

[0 8 2 4] 
[ft 2 2 6 ] 




ESI (LC/MS*"yf^*"F)m/z 2 6 8 (M+H + ) , QkWW ffl 2. 
5 9 55- h ^9 "7 ~(D^ 2 ) o 

[0 8 2 6] 

3- [ (E) -2- (4-1^71^) -H-;V] -4-> f^yA/77> h 



[0 8 2 7] 
[ft 2 2 7] 




[0 8 2 8] 

idfefil 2 - 4 - 1 XfM C 4-ifM>X7)VfU^^SU: D 
ESI (LC/MS*yf^^-F) m/z 2 8 2 (M+H + ) ; 2 
8 853- (SIt#? n-r h ^57 -f -<D&W2) „ 
[0 8 2 9] 

2-4-4] , _ 

4 _^ >^v- 3 - [ (E) -2 - (4- MJ 7;vtn^f;v7x-;v) -t-;v] - 

[0 8 3 0] 
[ft 2 2 8 ] 




[0 8 3 1 ] 

*WJ2-4- IliC t|W!#(D^t?4- f'J 7^n^W/X7m 

^SI°(LC/MS*vr^^F) m/z 3 2 2 (M+H + ) ;Wfl 2. 
8 653- (SW^-7^*7 7^-^ft2) o 
[0 8 3 2 ] 

tBSE# 2005-3012247 
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mmm 2 - 4 - 5 ] 

3 — [ (E) — 2 — (4 

[0 8 3 3 ] 
[it 2 2 9] 



- t e r t-W7i-;V) -lf-;V] -4 - * 




^^J2-4-lXSCfcM<7)#^4- (tert-W) ^^X7WK* 
^ES I aC/MS*vfO^-K) m/z 310(M+H + ); fcWtflHI 3 
[0 8 3 5] 

at 

[ 0 8 3 6 ] 

Mfc 2 3 0 ] 




mm 2 - 4 - 1 c fc n * o t ^ ? * - * - 4 - * * > < *< f n k * * ^rnvtz 

ESI (LC/MSm-f^-K)m/« 3 3 0 (M+H + ) ; «f#B#HU 3 
[0 8 3 8] 

[*M^!l2-4-7] ^ t *v^*>r* 




ESI (LC/MS^yfO^-K) m/z 3 3 2 , 3 3 4 (M+H + ) , ##B# 
I 2. 7 9^(»^n-7^'7 7^-«2) o 
[0 8 4 1 ] 

mmm 2 - 4 - s ] 

tfJ§E# 2005-3012247 
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3 _ [ ( E ) -2- (4 -yn^- 2 -7;v^-n7i-;v) 

[0 8 4 2] 
{it 2 3 2 ] 




[0 8 4 3 ] , ^ _ 

2-4-1 X«C fcH»0>!*frc4 -^n^e- 2 -7>u*n^./ 

6 |s ULC/MS^N^-F) m/z 3 5 0, 3 5 2 (M+H + ) I ft** 
PI 3. 5 6^ W^^^'77^-«D „ 
[0 8 4 4] 

3 - [ (E) - 2- (2, 4-^nD7x^;V) -fc^/U] -4-* b*VW*7 

[0 8 4 5] 
[£2 3 3] 




1 ° 8 2 - 4 - 1 IS C i: ra#^»f^*C 2 , 4-^na^>X7^/tF*?»#)St 



" ES I (LC/MS^^-K) m/z 3 2 2, 3 2 4 (M + H + ) ; «J« 
M 3. 59^ n-7FX57^ 1 ) o 

[0 8 4 7] 

[0 8 4 8] 
[£2 3 4] 




«lfl2-4- lxeCfcRI#©jft^^4- (4-7^n^y-»t^» -3-* 
^ESI^LC/Msitf^t-V) m/z 4 0 8 (M + H + ) ! tfM#H#W 3. 
[0 8 5 0] 

[«fU2-4-ll] , *i,**^e^*-p 

3 _ [ (E) _ 2 _ (2, 4-7^n7x-;V) -fc-*] -4-^ ^✓'WXT 
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5 KOlBi 
[0 8 5 1 ] 
[ it 2 3 5 ] 




«M 2-4-1 IgCtiW^2, 4 -y-7)Vto^yX7JVTt 
ESI (LC/MS*ytn't-F) m/z 2 9 0 (M+H + ) ; ««f 
[0 8 5 3 ] 

[«f!l2-4- 12] 

].^v-3- ( (E) -2-tfV ^ /X7 
[0 8 5 4] 
[<b 2 3 6 ] 



3 . 




[0 8 5 5] 

Xfl A 

[0 8 5 6 ] 
[4fc2 3 7] 




*-*5fnW2. 2 8g, Xlf (3-^W5^DW) ^;v#;v*v^ MU* 
**2 85g£N N-^fMM75K9 0mLC8»U N, N-^V7nn 
;Vlf ;V7r/5. lSmLrtU. i©«I/£tl2tr«Lf:t, MEET?* 
|L/;o^->'J*WDvf^7'f-tilU 3- (v^h^>***-^ 
_ 4 _^^.>-^>X7?K2. 78g (9 2%) £#fc c 

i^H-NMR (2 7 0MHz, DMSO-de) *1. 16 (6H, t, J = 6. 9H 
z) , 3. 18 (2H, d, J = 2 1. 5Hz) , 3. 8 5 (3H, s) , 3 9 3 (4 
H, quintet, J=6. 9Hz), 7. 03 (1H, d, J = 9. 2Hz), 7. 
1 9 (1 H, b s) , 7. 7 8 - 7. 8 5 ( 3 H, m) o 

[0 8 5 9] 



[0 8 6 0] 
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Ht2 3 8] 




30mg tTiJ5;>-3-*^^^K28 A £L, 1, 3, 4, 6, 7, 8-^*^* 
Kn-2H-^V 5 K [1> 2 - a] f'j ?y>4 Omg, N, N-^fH^T^ 
n OmL^Oit, 8 0W12«U:„ Effl^It> fcifcfcWater 
stt$l9 9 6 - 6 0 0 E4gEKSa«t^nv h^57^ ( m J c 

romasstt^ZMD) ^ffl^TilL, #fc*LfcBH*tt, MS£T» U 4 - > t> J 
~>_ 3 _ ( ( E ) - 2 -liU v>-- 3 --T;l/-e-;V) ^X75F6mg (2 4%) £ 

[ 0 8 6 2 ] 

1 H-NMR (270 MHz, DMSO-de) 8 3. 93 (3 H, s) , 7. 1 2 ( 
1H, d, J = 8. 8Hz) , 7. 2 8 (1H, bs) 7. 3 3 (1H. d, J = 17 
. 0Hz) , 7. 41 (1H, dd, J = 8. 4Hz, 4. 4Hz) , 7 5 2 ( 1 H. 
d, J = 17. 0Hz) , 7. 85 (1H, dd, J = 8. 8Hz 2 4Hz) 7. 
94 (1H, bs) , 8. 0 3 - 8. 0 6 ( 1 H. m) . 8. 23 (1H, d J = 2 
4Hz), 8. 47 (1H, dd, 4. 4Hz, 1. 6Hz), 8. 75 (1H, d, J 
- 2 . 4 H z) o 

[ 0 8 6 3 ] 

ESI (LC/MS^yf^t-F) m/z 2 5 5 (M+H + ) ; «SM$M 1. 

2 - 5 - 1 ] , . _ „ n 

4 _y n ^-3- [ (E) -2 - (4-f'J7Wn^ l«*f-7x^) -t-;VJ 

-/<>X7 5 F (ft^2-5-l) com^t 
[0 8 6 4] 
[ft 2 3 9 ] 



Br- 




> ,j7^n> K->^>y-;v) ^^*yfyxf;V7. 8g£DMF10 0m 

L t*LKl 4 -^n t - 3 ^ I ,J * 5 J* 9 « r4 

5tt«Lfc. £*Lfc*'J 7A-tert-7^yF6. 4 g«xT-2 5 CT 

iS™ (1 0 OmL) tSiiffiUc tfl^ ; ^tk 

SxfWu ^>imo) i:t4-7-n^-3- [2- 

>©4Otiaiimi0 0mH:#*U 3^*0. 4g£*n;U 5 0 0W^f> 
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7 g£7Xl 5 7mLC»*S*^»***n^ft*L, «g ^l^0^7K^» U fife 

3 . 8 g fcftfco 
[0 8 6 7] 

:^^y^f^;i/^yK3 5mLCliU 8 g£3 0%® 

fl*ffc***5. 2mLi:ij»n/:MH t Ci:t^<f)te, 1 . 5 IJIW* 

_^ n ^_ 3 _ [ ( E ) - 2 - (4-HJ7;VtO> Y*is-7j,~)V) - 

1 g £#/c 0 
[0 8 6 8] 

1 H-NMR (400 MHz, CDCls) 3 8. 15 (1 H, d, J = 2. 4 Hz) 
, 7. 68 (1H, d. J = 8. 3Hz) . 7. 58 (2H, d. J = 8 3Hz) 7 
. 5 0 (1H, dd, J = 8. 3 Hz, 2. 4Hz), 7. 4 8 { 1 H d J = 1 6 
1Hz), 7. 24 (1H, d, J = 8. 3Hz), 7. 13 (1H. d, J = 1 6 . 1 

H z) o 

[ 0 8 6 9] 

ESI (LC/MS^f-f^-K) m/z 3 8 6, 3 8 8 (M+H + ) ; ^WW 
m 3. 2 0*{M#^vH"7 7^-«2) 

^f^Knli-xf.T^) -3- [ (E) -2- (4-h^^n^ 

[0 8 7 0] 
[£2 4 01 
3H 




«*«2-5-l-C#fe*t^4-^0*-3- [ (E) -2 - (4-h'J7^ h 
_*-;v] -^X75K5 0. 2mg, HJ * (^>^jr/7* 
h>) ^7V7A (0) 2. 8mg. x^7-;V7?>l O^L, 2- (v^^a^ 
V***?^) f7xx;V2. 6mg©Aof:^^7;V3Vi:TttU itU'U* 
?AfcT* (>i;>f-;V^y;V) 7U'l. OMf h?K Kn77>»ftlmLjJfl^ 65 
<CKT3. 5«#t/:o (yA7y'jf7TH» "CT ^ ! t 

(0) 2 Omg x^7-;V7r/10 jU L^i^ #^7;V^>CtttU 6 5 
■err 13 5«fW«#L^o R*Sifc*M£-e*fr*PU 1 n^M£ 2 mLJjnx^DU 

T4- (2-tKo^y-xW^) —3 — [ (E) — 2— (4-f'J7iVtn^ h 
[0 8 7 2 ] 

i h-NMR (4 0 0MHz, CDsOD) 57. 91 (1H, d, J=2. 4Hz) 
, 7. 63 (1H, dd, J = 8. 8Hz, 2. 4Hz), 7. 60 (1H, d, J = 8 
. 8 Hz) , 7. 27 (1H, d, J = l 6. 1Hz), 7. 16 (1H, d, J = 8. 
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8Hz) , 7. 02 (1H, d. J = 16. 1Hz) . 6. 64 (1H, d, J = 8. . S 
Hz) , 3. 6 9 (2H, t, J = 5. 9Hz), 3. 3 0 (2H, t. J = 5. 9Hz 
) o 

ESI (LC/MS*yfO^F) m/z 3 6 7 (M+ H + ) ; *■!« ® 2. 

96^ mmm*? h -7 ^ 1 ) o 

[*»J 2-5-3] 

4 -trnV^> - 1— f*-3- [ (E) — 2 — (4-HJ7^n^ h ^ y _ 7i „ 
;v) -lf^;v] —s<y XT < K OffrfrW 2 - 5 - 3 ) soSBi 
[0 8 7 4 ] 
[ft2 4l] 




«J ? 2-5-2kP«4»ftt4-^-3- [ (E) -2- (4->U^^^ D 

ESI (LC/MS^f^^-K) m/z 4 0 7 (M+H + ) ; ttttttm 3. 

0 9^ (SW^n^ h ^7 7 -f -tf>&# 1 ) o 

[0 8 7 6 ] 
[WB-1] 

?010 u l*96ft7l'-M^H£Lfco U^«iffl»fe (Human umbilica 

1 end^helial cell; HUVEC, Clonetics^ «A) tt ; ™^*^^» 
jfiLVt 30. g/mL MrtMMW«»J> 50^ g/mL ✓ O^***^ 

(foot ^ t^x^WBL, 2*H«*fe 450 n^Mmt 

19, «ffcffr&*tf>50Jtf**MF*K (ICscfit) &#ffiL£o 

[0877] — * 

^BJO^W^^^MUT. HUVEC, Calu-6OIC60«*^l^-*"o 

[0 8 7 8] 
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m i - 1 1 



mi. 5o%mmmmm& 


(IC 50 <fi) / fiU 






HUVEC 


Calu-6 


l-i-i 


2. 27 


>100 


1-2-1 


2.40 


>100 


1-3-1 


0. 19 


>50 


1-3-2 


0. 15 


>50 


1-3-5 


0. 14 


>50 


1-3-6 


0. 24 


>50 


1-3-7 


0. 28 


>50 


1-3-8 


0. 35 


>50 


1-3-10 


0. 76 


>50 


1-3-12 


2. 54 


>50 


1-3-16 


4. 60 


>50 


1-3-1 7 


1. 20 


>25 


1-3-18 


1. 25 


>50 


1-3-21 


5. 10 


>50 


1-3-23 


2. 85 


>50 


1-3-24 


5. 19 


>50 


1-3-39 


2. 36 


>25 


1-3-4 1 


0.04 


>50 


1-3-45 


0. 05 


>50 



[0 8 7 9] 
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[^1-2] 



4t&m 


HUVEC 


Calu-6 


2-1-1 


0. 17 


MOO 


2-2-1 


3. 35 


? DU 


2-2-2 


2.27 


>50 


2-2-9 


1.41 


>25 



[0 8 8 0] 

$ 1 HlBttLfe J: 3 

> $ ^mwMn^MU (HUVEC) I 

[#g»JB- 2] 

(KURABOISL) 
L 



rabom) zm^tM 

[0 8 8 1 ] 
[0 8 8 2 ] 



KURABO^Jfll 



MtStft^^iiD L, 37°C. 5% R 

tzo i\nm<ot&m&t, tBisfet? hCD3i*feffl (ku 

^feLfCo SH««T, «-^i^O»!fe««r*^ lift 
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m2\ 







i i i 


43 


-1 O 1 

1 l_ 1 


68 


f O w 


91 


I o o 


46 


1 q 7 

1 o / 


67 


i q in 


46 


1 q io 


27 


1 q — i 


80 


1 — ^ — 1 7 


80 


-i q — iq 


29 


1 q o -i 


71 


i q o q 


27 


1 — — ? A 
I o ^.H- 


28 


1 — ^ — 


20 


1 . o A 1 

1 O 1- 1 


82 




31 


2 — 1—1 


93 


2-2-1 


60 


2-2-2 


77 


2-2-9 


79 



[**fe09B-3] 
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a lb/cJ«-K^^^*»«ATK:IM»Lfco H*#***200~250 mm 3 L fc t | i »K 

* ^ ft** 1 - 1 - 1 * * l^fe-fr* 2-1-1 
WW***Hl*J:OTa2K:**t^tL^i-o HI- (A) * J: tfH 2 - (A) -fi 9 

i:^ii:it^w«ii^Ktu ft** 1-1-1 *tm*2 - 1 - 

loSo^^K^ltiBOWWBW (TGI) { ^^™ 2 ^/™ 

[0 8 8 5] 

[«f!lB-4] 



fc Hlf*3W»l*CaliH6O5.0 x lOMi «ttBalb/c* - 9 * *S*5&T ^4M 

ftttft**e>24l*mft. ^^^III^U M*«S^**flB«-*ff^2~3 m 
m^Miti: LTO.C.T. Compounders, WW^tfco &feiB#*^J£U ifc^ 

It7 7^;VtLtilf U Image Pro (Promega) fCJfe'&Stl.^m 



IN 



[0 8 8 6] , /t ^ s 

«0j^b^«<7Mt») -e & l-i-Jisi tMb-frq 

[0 8 8 7] 
[S3] 

S3. liMrtiif^S^* 



2-1-1 O600 mg/k 





(%) 


1-1-1 


44 


2-1-1 


37 



[0 8 8 8] 
[0 8 8 9 ] 

[01] 1-1-1*6 oomg/k gtv^^cs4us©i 

(A) . iiWIW (B) tnM*ttlfc»*©-W-?**o 
[19 2] *5IM^k'&*2- 1-1*60 Omg/k g * * L/:fe©l 
MriMfc (A) , fei^M« (B) fcTFt. fiual*ttlfett*«)-'W^**o 
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112004-29 2 5 80 



l/E 



mm 

[mi] 





700 




600 


E 


500 


p 




400 




300 


HI 


200 




100 




0 




-o- nm& 

*t^fcl1-1 -1&-5-SM600 mg/kg) 





20 




10 


fi 


0 


ifllt 


-10 




-20 



(B) 



4 8 



12 



IB2] 
1000 




fb#«52-l -1 (600 mg/kg) 
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1/E 



c i 15 , as: ( 1 1 ) 



(ii) 




IS.*,' Ai ttC-Xi i;fcl±NT?*«3 ;Qilt -A2 =As *> L<fi-0-> 
S-£M±-N (r 10 ) -^f,S^§WAfngK^*) ; Q2 l±, -A 4 - As 
£ L< t ±-o- -S-ifcli-N (Rio) -frtjffiR^^^rnl^-e* «5 ; 
>L QifiitfQa ^Hi:ArnI?U4iil^< ; A 2 iiC-X 2 t^liNt 
W As l±C-X3 *fcliN-C*D, A 4 BC-X4 £fcliNT?**K As C - X s_ 

t^{iN-e*>) ; Yti, Ci - 6 t;v*;k c 3 - 9 v^nr;v*;K c 2 - 7 

c 2 - 7 t;v*-;k Ci - 6 c 2 - 7 r;v^-;v**~>> c 2 - 7 r 

Ci - 6 C3-9 V^n7M^ifcli-NRi R 2 &«&i9 ; Li^ : 

Mb 2] 

H H 

o H 
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#11 2004-292580 
50401699808 

fHAii^±)S 0 0 9 5 

¥il6^10fl 8 0 



[»J#f] 
[»J#f] 

[ft»f 1 
[»J#f] 

[ftBfXte^f] 
[j^Xi±^%] 

[Mttb^taA] 

[M#f ] 
[fipJfX^Bf] 



000003311 

m3£«E^ 5T@5f If 

$»A 
100089705 

l^tfflEA^WrTg 2f If «f AW 
tf;v 2 0 6 E ^-7t^7 Sflflli 

100076691 

jwfc^HtfflRfcW-T @2t it if a#bt 

tf ;v 2 0 6 IK. ^T^9£fe##lt*»f 
100075270 

liwt ffl e a W-T @2t if if AW 
vr ;v 2 o 6 ie slt^-^v mwm^mmvft 

100080137 

JKWB^HtfflK^WrTB 2 * 1 f if AW 
H;V2 0 6E a. T ^ 9 &##ff*»Jf 



100096013 

jRftjKWH EA W-T @2f If if AW 
fcf;V 2 0 6 E ^7^^fe#^*^ 
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^-v : 2/E 



Wmtt] 100122644 

tr ;v 206E ^7tA7-sf#sw 
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m m a 



[000003311] 



1 9 9 0# 9 J! 50 
*I«ES«5T@ 5 
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